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WHAT IS CLAIMED IS: 

1 1. A compound of the formula: 

2 R 3 — L — L' — R 1 

3 wherein 

4 R'is 

5 1) H, 

6 2) Cuioalkyl, 

7 3) C 2 .ioalkenyl, 

8 4) C 2 -ioalkynyl, 

9 5) Cy, 

10 6) Cy-Ci-ioalkyl, 

11 7) Cy-Ci-i 0 alkenyl,or 

12 8) Cy-C|.ioalkynyl; 

13 L' is a hydrocarbon linker moiety having 1 -5 carbon chain atoms and is 



14 (}) Oplionaiiy lnierrupicu uy, ui icuiiiiiaiiy auauicu iu, unv v/i miuv ui mv ivuomui 6 



15 groups: 



16 


9 > 


-C(O)-, 


17 


10) 


-O-C(O)-, 


18 


ID 


-C(0)-0-, 


19 


12) 


-C(0)-NR c -, 


20 


13) 


-NR e -C(0)-, 


21 


14) 


-NR c -C(0)-NR d -, 


22 


15) 


-NR c -C(0)-0-, 


23 


16) 


-0-C(0)-NR c -, 


24 


17) 


-S(0) m -, 


25 


18) 


-S0 2 -NR c -, 


26 


19) 


-NR c -S0 2 -, 


27 


20) 


-NR c -C(NR m )-, 


28 


21) 


-0-, 


29 


22) 


-NR°-, or 
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30 23) -Cy;or 

31 (ii) optionally substituted with one or more substituents independently selected from R ; 

32 Lisa hydrocarbon linker moiety having 1-14 carbon chain atoms and is 

33 (i) optionally interrupted by, or terminally attached to, one or more of the following 

34 groups: 



35 


1) 


-C(O)-, 


36 


2) 


-O-C(O)-, 


37 


3) 


-C(0)-0-, 


38 


4) 


-C(0)-NR c -, 


39 


5) 


-NR c -C(0)-, 


40 


6) 


-NR c -C(0)-NR d -, 


41 


7) 


-NR c -C(0)-0-, 


42 


8) 


-0-C(0)-NR c -, 


43 


9) 


-S(0) m -, 


44 


10) 


-S0 2 -NR c -, 


45 


11) 


-NR c -S0 2 -, 


46 


12) 


-0-, 


47 


13) 


-NR°-, or 


48 


14) 


Cy; or 



49 (ii) optionally substituted with one or more substituents independently selected from R b ; 

50 and 

51 R 3 is alkyl, alkenyl, alkynyl, cycloalkyl, aryl-fused cycloalkyl, cycloalkenyl, aryl, aralkyl, 

52 aryl-substituted alkenyl or alkynyl, cycloalkyl-substituted alkyl, cycloalkenyl-substituted 

53 cycloalkyl, biaryl, alkenoxy, alkynoxy, aralkoxy, aryl-substituted alkenoxy or alkynoxy, 

54 alkylamino, alkenylamino or alkynylamino, aryl-substituted alkylamino, aryl-substituted 

55 alkenylamino or alkynylamino, aryloxy, arylamino, heterocyclyl, heterocyclyl-substituted 

56 alkyl, heterocyclyl-substituted amino, carboxyalkyl substituted aralkyl, or oxocarbocyclyl- 

57 fused aryl; or a moiety of the following formula: 
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R 5 




59 wherein: 

60 Y 5 is selected from the group consisting of -CO-, -0-CO-, -SO2- and -P0 2 -; 

61 each of R 4 and R 6 , independently, is alkyl, alkenyl, alkynyl, cycloalkyl, aryl-fosed 

62 cycloalkyl, cycloalkenyl, aryl, aralkyl, aryl-substituted alkenyl or alkynyl, cycloalkyl- 

63 substituted alkyl, cycloalkenyl-substituted cycloalkyl, biaryl, alkenoxy, alkynoxy, aralkoxy, 

64 aryl-substituted alkenoxy or alkynoxy, alkylamino, alkenylamino or alkynylamino, aryl- 

65 substituted alkylamino, aryl-substituted alkenylamino or alkynylamino, aryloxy, arylamino, 

66 heterocyclyl, heterocyclyl-substituted alkyl, heterocyclyl-substituted amino, carboxyalkyl 

67 substituted aralkyl, oxocarbocyclyl-fused aryl, or an amino acid side chain selected from the 

68 group consisting of arginine, asparaginic, glutamine, S-methyl cysteine, methionine ,and 

69 corresponding sulfoxide and sulfone derivatives thereof, cyclohexylalanine, leucine, 

70 isoleucine, allo-isoleucine, tert-leucine, norieucine, phenyiaianine, phcaylglyciiie, tyrosine, 

71 tryptophan, proline, alanine, ornithine, histidine, glutamine, norvaline, valine, threonine, 

72 serine, beta-cyanoalanine, 2-aminobutyric acid and allothreonine; and 

73 R 5 is hydrogen, aryl, alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, or aryl-substituted 

74 alkyl, R 5 and R 6 may be taken together with the atoms to which they are attached to form a 

75 heterocycle of 5 to 7 members; 

76 each of said Cy is cycloalkyl, cycloalkenyl, heterocyclyl, aryl, or heteroaryl; 

77 each of said alkyl, alkenyl and alkynyl is optionally substituted with one to four 

78 substituents independently selected from R a ; and 

79 each of said cycloalkyl, cycloalkenyl, heterocyclyl, aryl, or heteroaryl is optionally 

80 substituted with one to four substituents independently selected from R b ; 

81 R a is 

82 1) Cy, 

83 2) -0R C , 

84 3) -N0 2 , 

85 4) -halogen, 
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86 


5) 


-S(0) m R c , 


87 


6) 


-SR C , 


88 


7) 


-S(0) 2 OR c , 


89 


8) 


-S(0) 2 NR c R d , 


90 


9) 


-NR c R d , 


91 


10) 


-0(CR e R f ) n NR c R d , 


92 


ID 


-C(0)R d , 


93 


12) 


-C0 2 R c , 


94 


13) 


-P(0)(OR c )(OR d ), 


95 


14) 


-P(0)(R c )(OR d ), 


96 


15) 


-S(0) m OR c , 


97 


16) 


-C(0)NR c R j , 


98 


17) 


-C0 2 (CR e R f ) n CONR c R d , 


99 


18) 


-OC(0)R c , 


100 


19) 


-CN, 


101 


20) 


-NR c C(0)R d , 


102 


21) 


-OC(0)NR c R d , 


103 


22) 


-NR c C(0)OR d , 


104 


23) 


-NR c C(0)NR d R e , 


105 


24) 


-CR°(NOR d ), 


106 


25) 


-CF 3 , 


107 


26) 


-OCF 3) or 


108 


27) 


0X0 



1 09 wherein Cy is optionally substituted with one to four substituents independently selected 



110 


fromR b , 




111 


R b is 




112 


1) 


a group selected from R a , 


113 


2) 


Cwoalkyl, 


114 


3) 


C 2 .io alkenyl, 


115 


4) 


C 2 .i 0 alkynyl, 


116 


5) 


aryl-Ci-ioalkyl, or 
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117 6) heteroaryl-Ci.ioalkyl, 

1 1 8 wherein each of alkyl, alkenyl, alkynyl, aryl, and heteroaryl is optionally substituted with a 

1 1 9 group independently selected from R 8 

1 20 each of R e , R d , R e , and R f , independently, is 

121 1) H, 

122 2) Clio alkyl, 

123 3) Cmo alkenyl, 

124 4) Cmo alkynyl, 

125 5) Cy.or 

126 6) Cy-Ci-io alkyl; 

1 27 wherein each of alkyl, alkenyl, alkynyl and Cy is optionally substituted with one to four 

1 28 substituents independently selected from R e ; 



129 


R g is 




130 


1) 


halogen, 


131 


2) 


amino, 


132 


3) 


carboxy, 


133 


4) 


-COO-Cm alkyl, 


134 


5 ) 


-P(0)(OH) 2 , 


135 


6) 


-P(0)(OH)(0-C M alkyl), 


136 


7) 


-P(0)(C M alkyl) 2 , 


137 


8) 


-P(0)(OH)(C M alkyl), 


138 


9) 


-P(0)(0-C M alkyl)(C M alkyl), 


139 


10) 


-SO2-C14 alkyl, 


140 


11) 


-CO-NH2, 


141 


12) 


-CO-NH(C M alkyl), 


142 


13) 


-CO-N(C M alkyl) 2 , 


143 


14) 


Cm alkyl, 


144 


15) 


Cm alkoxy, 


145 


16) 


aryl, 


146 


17) 


aryl-Ci.4 alkoxy, 


147 


18) 


hydroxy, 
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148 19) CF 3 ,or 

149 20) aryloxy; 

150 R m is 

151 1) H, 

152 2) Ci-ioalkyl, 

153 3) CMoalkenyl, 

154 4) CMoalkynyl, 

155 5) Cy, 

156 6) Cy-Ci-ioalkyl; 

157 7) C M oacyl } 

158 8) cyano, 

159 9) Ci-ioalkyl-sulfonyl,or 

160 10) Ci.ioalkoxy; and 

161 R j is 

162 1) H, 

163 2) Ci-ioalkyl, 

164 3) C 2 -ioalkenyl 5 

165 4) C 2 .ioalkynyl, 

166 5) cyano, 

167 6) aryl, 

168 7) aryl-Ci-ioalkyl, 

169 8) heteroaryl, 

1 70 9) heteroaryl-Ci-io alkyl, or 

171 10) -S0 2 R k , 

172 where R k is C MO alkyl, CMoalkenyl, C 2 -ioalkynyl 5 and aryl; 

173 R c and R d taken together with the atoms to which they are attached optionally form a 

174 heterocyclic ring of 5 to 7 members, said ring containing 0-2 additional heteroatoms 

1 75 independently selected from O, N and S; 

1 76 R e and R f taken together with the atoms to which they are attached optionally form a 

177 ring of 5 to 7 members, said ring containing 0-2 additional heteroatoms independently 

1 78 selected from O, S and N; 
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179 mis 0,1, or 2; 

180 n is an integer from 1 to 10; 

1 81 provided that when L is saturated and has 1 -4 carbon chain atoms, 

1 82 (i) L must contain a heteroatom selected from 0, S, and N; or 

1 83 (ii) R 3 must contain the moiety o-methylphenyl-ureido-phenyl-CH 2 -; or 

184 (iii) R 1 must contain only one Cy group; and 

185 (iv) when L is terminally attached to R 3 by -C(=0)NH-, R 1 is not optionally 

1 86 substituted pyrrolidinyl substituted with a -S0 2 -optionally substituted phenyl group; 

1 87 or a pharmaceutically acceptable salt thereof. 

1 2. The compound of claim 1 , wherein R 1 is Z'-lZ-Z 2 -, 

2 in which 

3 Z 1 is cycloalkyl, cycloalkyl-Ci-io alkyl, cycloalkenyl, cycloalkenyl-Cwo alkyl, aryl, aryl- 

4 Clio alkyl, heterocyclyl, heterocyclyl-C M0 alkyl, heteroaryl, or heteroaryl-Ci-io alkyl; 

5 V is -C(O)-, -O-C(O)-, -C(0)-0-, -C(0)-NR c -, -NR c -C(0)-, -NR c -C(0)-NR d -, -NR°- 

6 C(0)-0-, -0-C(0)-NR c -, -S(0) m -, -S0 2 -NR c -, -NR e -S0 2 -, -0-, -NR e -, or a bond; m, R c and 

7 R d having been defined in claim 1 ; and 

8 Z 2 is cycloalkyl, cycloalkyl-Ci-io alkyl, cycloalkenyl, cycloalkenyl-Cno alkyl, aryl, aryl- 

9 C,.io alkyl, heterocyclyl, heterocyclyl-Ci-io alkyl, heteroaryl, heteroaryl-Cio alkyl or a bond. 
1 

1 3. The compound of claim 2, wherein 

2 Z 1 is cycloalkyl, cycloalkyl-Ci., 0 alkyl, aryl, aryl-Ci. 10 alkyl, heterocyclyl, heterocyclyl- 

3 Ci-io alkyl, heteroaryl, or heteroaryl-Cuo alkyl; 

4 L a is -0-C(0)-, -C(0)-0-, -C(0)-NR c -, -NR c -C(0)-, -S0 2 -, -S0 2 -NR c -, -NR c -S0 2 -, -0-, - 

5 NR% or a bond; and 

6 Z 2 is aryl, aryl-Ci-io alkyl, heterocyclyl, heterocyclyl-Ci-io alkyl, or a bond. 

1 4. The compound of claim 3, wherein 

2 Z 1 is aryl, aryl-C,. 5 alkyl, heterocyclyl, heterocyclyl-Ci. 5 alkyl, heteroaryl, or heteroaryl- 

3 Cm alkyl; 

4 L a is -O-C(O)-, -C(0)-0-, -C(0)-NR c -, -NR c -C(0)-, -S0 2 -, or a bond; and 

5 Z 2 is heterocyclyl, heterocyclyl-Ci-s alkyl, or a bond. 
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1 5. The compound of claim 4, wherein 

2 Z 1 is phenyl optionally substituted with Cy, -CO-R d , halogen, oxo, aryl-substituted 

3 alkenyl; 

4 L a is-0-C(0)-,-C(0)-0-,-C(0)-NR c -,-NR e -C(0)-,or-S0 2 -;and 

5 Z 2 is heterocyclyl or a bond. 

1 6. The compound of claim 1 , wherein R 1 is 



2 




3 R 9 is 

4 1) Cwoalkyl, 

5 2) C 2 -io alkenyl, 

6 3) CMoalkynyl, 

7 4) Cy, 

8 .5) Cy-Ci.ioalkyl, 

9 6) Cy-C2-io alkenyl, or 

10 7) Cy-C 2 -ioalkynyl; 

1 1 each of R 10 and R u , independently, is selected from the group consisting of hydrogen, aryl, 

12 alkyl, alkenyl or alkynyl, cycloalkyl, cycloalkenyl, and aryl-substituted alkyl; 

13 R ,2 is 

14 1) H, 

15 2) C1.10 alkyl, 

16 3) C2-10 alkenyl, 

17 4) Cmo alkynyl, 

18 5) aryl, 

19 6) aryl-Ci.10 alkyl, 

20 7) heteroaryl, or 

21 8) heteroaryl-Ci.10 alkyl; 
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22 wherein each of alkyl, alkenyl and alkynyl is optionally substituted with one to four 

23 substituents independently selected from R a , and aryl and heteroaryl are optionally 

24 substituted with one to four substituents independently selected from R b ; 

25 R 11 , R 12 and the carbon to which they are attached form a 3-7 membered mono- or bicyclic 

26 ring containing 0-2 heteroatoms selected from N, 0, and S. 



7. The compound of claim 1 , wherein R 1 is 



2 






3 


R 14 is 




4 


8) 


Clio alkyl, 


5 


9) 


C2-10 alkenyl, 


6 


10) 


Cmo alkynyl, 


7 


11) 


cy. 


8 


12) 


Cy-C.,o alkyl, 


9 


13) 


Cy-C 2 -io alkenyl, or 


10 


14) 


Cy-C 2 -io alkynyl, 


11 


R 15 is 




12 


1) 


H, 


13 


2) 


Cmo alkyl, 


14 


3) 


C2-10 alkenyl, 


15 


4) 


Cmo alkynyl, 


16 


5) 


aryl, 


17 


6) 


aryl-Ci.io alkyl, 


18 


7) 


heteroaryl, or 


19 


8) 


heteroaryl-Ci.io alkyl, 


20 


each of R 16 , R 17 , and R 18 , indepe 
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21 1) H, 

22 2) Ci.ioalkyl, 

23 3) C 2 .ioalkenyl, 

24 4) C 2 .ioalkynyl, 

25 5) Cy, 

26 6) Cy-Ci-ioalkyl, 

27 7) Cy-C 2 .ioalkenyl, 

28 8) Cy-C 2 -ioalkynyl,or 

29 9) a group selected from R a 

30 wherein Cy is optionally substituted with one to four substituents independently selected 

31 . from R b or one of the following groups: 

32 1) -NR c C(0)NR c S0 2 R d , 

33 2) -NR c S(0) m R d , 

34 3) -OS(0) 2 OR c , or 

35 4) -OP(0)(OR c ) 2 ; 

36 two of R 16 , R 17 , and R 18 , when attached to a common ring atom, together with the common 

37 ring atom form a 5-7 membered saturated or unsaturated monocyclic ring containing zero to 

38 three heteroatoms selected from N, 0, or S; or two of R 16 , R 17 , and R 18 , when attached to two 

39 adjacent ring atoms, together with these two ring atoms form a 5-7 membered saturated or 

40 unsaturated monocyclic ring containing zero to three heteroatoms selected from N, 0, or S; 

41 the ring 1 represents a 3-7 membered saturated or unsaturated heterocyclyl 

42 or heteroaryl wherein 

43 each of Z, A, B] and B 2 , independently, is 

44 1) a bond, 

45 2) -C-, 

46 3) -C-C-, 

47 4) -C=C-, 

48 5) a heteroatom selected from the group consisting of N, 0, andS, or 

49 6) -S(0) m -; 
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m having been defined in claim 1 ; 
Y 7 is 

1) -C(0)-, 

2) -C(0)0-, 

3) -C(0)NR c -, 

4) -S(0) 2 -, 

5) -P(0)(OR c ),or 

6) -C(0)-C(0)-; 

wherein each of said alkyl, alkenyl and alkynyl is optionally substituted with one to four 
substituents independently selected from R a , and each said Cy is optionally substituted with 
one to four substituents independently selected from R b . 

Z' B "A 

8. The compound of claim 7, wherein the ring Di represents azetidine, 
pyrrole, pyrrolidine, imidazole, pyrazole, triazole, pyridine, piperidine, pyrazine, piperazine, 
pyrimidine, oxazole, thiazole, or morpholine. 

I 




9. The compound of claim 8, wherein the ring Bl represents azetidine, 
pyrrole, pyrrolidine, imidazole, piperidine, or morpholine. 



xB 2 
Z A 

I 




10. The compound of claim 9, wherein the ring Bl represents pyrrolidine. 

11. The compound of claim 7, wherein R 15 is H or Cm alkyl. 

12. The compound of claim 7, wherein each of R 16 , R 17 , and R 18 , independently, is 
selected from the group consisting of H, Cmo alkyl, Cy, -OR c , -halogen, -S(0) m R c ) -NR c R d , 



U6 



Docket No.: 14406-006002/A079 US CON 

3 NR c C(0)R d , -NR c C(0)OR d , -NR c C(0)NR d R e , and oxo; each of R c , R d , R e , arid m having 

4 been defined in claim 1. 

1 13. The compound of claim 7, wherein Y 7 is -O-C(O)-, -C(0)-0-, or -S0 2 -. 

1 14. The compound of claim 1 3, wherein Y 7 is -SO2-. 

1 15. The compound of claim 7, wherein R 14 is Cy or Cy-Ci_ 5 alkyl 

1 1 6. The compound of claim 1 5, wherein Cy is phenyl 

1 17. The compound of claim 1 , wherein L' contains 2-4 carbon chain atoms. 

1 18. The compound of claim 1 , wherein L' is 










/ N 2 
Y2 R 

\ 


1 






X 


2 


in which 






3 


Y 1 is 






4 


1) 


-C(0)-, 




5 


2) 


-O-C(O)-, 




6 


3) 


-C(0)-0-, 




7 


4) 


-C(0)-NR c -, 




8 


5) 


-NR c -C(0)-, 




9 


6) 


-NR c -C(0)-NR d -, 




10 


7) 


-NR c -C(0)-0-, 




11 


8) 


-0-C(0)-NR c -, 




12 


9) 


-S(0) m -, 




13 


10) 


-S(0) 2 -NR c -, 
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14 11) -NR c -S(0) 2 -, 

15 12) -NR c -C(NR m )-, 

16 13) -0-,or 

17 14) -NR°-; 

18 R 2 is 

19 1) H, 

20 2) C,. 10 alkyl, 

21 3) C 2 -ioalkenyl, 

22 4) C 2 -ioalkynyl, 

23 5) Cy, 

24 . 6) Cy-Ci.ioalkyl, 

25 7) Cy-Ci.ioalkenyl, or 

26 8) Cy-Ci.ioalkynyl; 

27 Y 2 is a bond or -C^XR 1 )-; wherein 

28 each of R h and R' is independently selected from the group consisting of: 

29 1) H, 

30 2) Cwoalkyl, 

31 3) C 2 -ioalkenyl, 

32 4) C 2 .i 0 alkynyl, 

33 5) aryl, 

34 6) aryl-Ci-ioalkyl, 

35 7) heteroaryl, and 

36 8) heteroaryl-Ci.ioalkyl, 

37 R h and R 1 taken together with the carbon to which they are attached may optionally form a 3- 

38 7 membered ring containing 0-2 heteroatoms selected from N, 0 and S; 

39 Xis 

40 1) -C(0)OR e , 

41 2) -P(0)(OR e )(OR d ), 

42 3) -P(0)(R c )(OR d ), 

43 4) -S(0) m OR c , 

44 5) -C(0)NR c R j , or 
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45 6) -5-tetrazolyl; 

46 m having been defined in claim 1 ; 

47 wherein each of said alkyl, alkenyl and alkynyl is optionally substituted with one to four 

48 substituents independently selected from R a , each of said aryl and heteroaryl is optionally 

49 substituted with one to four substituents independently selected from R b ; and Cy is a 

50 cycloalkyl, heterocyclyl, aryl, or heteroaryl; and 

51 provided that when Y 2 is not a bond, X is -COOH, -COO-Cm alkyl, -P(0)(OH) 2 , 

52 -P(0)(OH)(0-C M alkyl), -P(0)(C M alkyl) 2 , -P(0)(OH)(C M alkyl), -P(0)(0-C M alkyl)(C, 4 

53 alkyl), -S0 2 -C M alkyl, -CO-NH 2 , -CO-NH(C M alkyl), -CO-N(C M alkyl) 2 , or -5-tetrazolyl. 

1 19. The compound of claim 18, wherein Y 1 is -NR c -C(0)-, -NR°-, -NR c -S(0) 2 -, or -NR C - 

2 C(NR m )-. 

1 20. The compound of claim 19, wherein Y 1 is -NR°-C(0)-. 

1 21 . The compound of claim 1 8, wherein R 2 is H or Cm alkyl. 

1 22. The compound of claim 21 , wherein R 2 is H. 

1 23. The compound of claim 18, wherein Y 2 is a bond or -C(R h )(R')-, wherein each of R h 

2 and R', independently, is H or Cm alkyl. 

1 24. The compound of claim 23, wherein each of R h and R 1 , independently, is H. 

1 25. The compound of claim 23, wherein Y 2 is a bond. 

1 26. The compound of claim 1 8, wherein X is -C(0)OR c or -C(0)NR c R J . 

1 27. The compound of claim 26, wherein X is -C(0)OR c where R° is H or Cm alkyl. 

1 28. The compound of claim 1 8, wherein Y 1 is -NR c -C(0)-; R 2 is H or Cm alkyl; Y 2 is a 

2 bond or -CH 2 -; and X is -C(0)OR c where each R c is independently H or Cm alkyl. 
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1 29. The compound of claim 1 , wherein L contains 4- 1 0 carbon chain atoms. 

1 30. The compound of claim 1 , wherein L is 

Y 3 



2 






3 


in which 




4 


Y 3 is 




5 


9) 


a bond, 


6 


10) 


Ci.ioalkyl, 


7 


11) 


C2-ioalkenyl, 


8 


' 12) 


C 2 -ioalkynyl, 


9 


13) 


aryl, 


10 


14) 


aryl-Ci-ioalkyl, 


11 


15) 


heteroaryl, or 


12 


16) 


heteroaryl-Ci-io alkyl; and 


13 


Y 4 is 




14 


1) 


a bond, 


15 


2) 


-C(O)-, 


16 


3) 


-O-C(O)-, 


17 


4) 


-C(0)-0-, 


18 


5) 


-C(0)-NR c -, 


19 


6) 


-NR c -C(0)-, 


20 


7) 


-NR c -C(0)-NR d -, 


21 


8) 


-NR c -C(0)-0-, 


22 


9) 


-0-C(O)-NR c -, 


23 


17) 


-S(0) m -, 


24 


18) 


-S(0) 2 -NR C -, 


25 


19) 


-NR e -S(0) 2 -, 


26 


20) 


-NR c -C(NR d )-, 


27 


21) 


-0-, or 


28 


22) 


-NR C -; 
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wherein each of alkyl, alkenyl, and alkynyl is optionally containing one to four heteroatoms 
selected from N, 0, S, and -S(0) m -, and each of alkyl, alkenyl and alkynyl is optionally 
substituted with one to four substituents independently selected from R a , and each of aryl and 
heteroaryl is optionally substituted with one to four substituents independently selected from 
R b ; each of R a , R b , R c , R d , and m having been defined in claim 1 ; and 
provided that each of Y 3 and Y 4 is not a bond simultaneously. 

31. The compound of claim 30, wherein Y 3 is a bond, C1.5 alkyl, or C1.5 alkenyl; and Y 4 is 
a bond, -C(0)-NR c -, -C(O)-, -NR C -, or -0-, where R c is H or d- 5 alkyl. 

32. The compound of claim 1, wherein 
R 3 isZ 3 -L b -Z 4 -,inwhich 

Z 3 is Cy, Cy-Ci.10 alkyl, Cy-Cuo alkenyl, or Cy-Cno alkynyl; 
L b is -C(O)-, -O-C(O)-, -C(0)-0-, -C(0)-NR c -, -NR c -C(0)-, -NR c -C(0)-NR d -, -NR C - 
C(0)-0-, -0-C(0)-NR c -, -S(0) m -, -S0 2 -NR c -, -NR c -S0 2 -, -0-, -NR C -, or a bond; and 
Z 4 is cycloalkyl, cycloalkyl-Ci-io alkyl, cycloalkenyl, cycloalkenyl-C M0 alkyl, aryl, aryl- 
C1-10 alkyl, heterocyclyl, heterocyclyi-Ci-io aikyi, heieroaryi, heieruaiyl-Ci.10 alkyl or a 
bond; or 
R 3 is a moiety of the formula: 




each of m, R c , R d R 4 , R 5 , R 6 , and Y 5 having been defined in claim 1. 

33 . The compound of claim 32, wherein R 4 is Z 5 -L c -Z 6 -, 
in which 

Z 5 is Cy, Cy-C,.io alkyl, Cy-C,., 0 alkenyl, or Cy-Ci.10 alkynyl; 
L c is -C(O)-, -O-C(O)-, -C(0)-0-, -C(0)-NR c -, -NR c -C(0)-, -NR c -C(0)-NR d -, -NR C - 
C (0)-0-, -0-C(0)-NR e -, -S(0) m -, -S0 2 -NR c -, -NR c -S0 2 -, -0-, -NR C -, or a bond; and 
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6 Z 6 is cycloalkyl, cycloalkyl-Ci-io alkyl, cycloalkenyl, cycloalkenyl-Ci-io alkyl, aryl, aryl- 

7 Q.to alkyl, heterocyclyl, heterocyclyl-Ci-io alkyl, heteroaryl, heteroaryl-Ci-io alkyl or a 

8 bond; 

9 each of m, R c , and R d having been defined in claim 1 . 

1 34. The compound of claim 33, wherein 

2 each of Z 3 and Z 5 , independently, is aryl, aryl-Ci-io alkylaryl-Cuo alkenyl, aryl-Ci-io 

3 alkynyl, heteroaryl, heteroaryl-Ci-io alkyl, heteroaryl-Ci-io alkenyl, or heteroaryl-Cj.io 

4 alkynyl; 

5 each of L b and L c , independently, is -C(O)-, -S(0) m -, -O-C(O)-, -C(0)-0-, -C(0)-NR e -, - 

6 , NR c -C(0)-,-NR c -C(0)-NR d -,-S0 2 -NR c -,-NR c -S0 2 -,-0-,-NR c -,orabond;and 

7 each of Z 4 and Z 6 , independently, is aryl, aryl-Ci-io alkyl, heterocyclyl, heterocyclyl-Ci-io 

8 alkyl, heteroaryl, heteroaryl-Ci-io alkyl, or a bond. 

1 35. The compound of claim 34, wherein 

2 each of Z 3 and Z 5 , independently, is aryl, aryl-Ci-io alkyl, heteroaryl, or heteroaryl-Ci-io 

3 alkyl; 

4 each of L b and L c , independently, is -C(O)-, -S0 2 -, -C(0)-NR c -, -NR c -C(0)-, or -NR e - 

5 C(0)-NR d -; where each of R° and R d , independently, is H or Cm alky 1 ; ^ 

6 each of Z 4 and Z 6 , independently, is aryl, aryl-Ci., 0 alkyl, heterocyclyl, heterocyclyl-Ci-io 

7 alkyl, heteroaryl, heteroaryl-Cj-io alkyl, or a bond. 

1 36. The compound of claim 35, wherein 

2 each of Z 3 and Z 5 , independently, is aryl; 

3 each of L b and L c , independently, is -NR c -C(0)-NR d -; and 

4 each of Z 4 and Z 6 , independently, is aryl. 

1 37. The compound of claim 32, wherein Y 5 is -CO- or -0-CO-. 

1 38. The compound of claim 37, wherein Y 5 is -CO-. 



1 39. The compound of claim 32, wherein R 5 is H or Cm alkyl. 
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40. The compound of claim 39, wherein R 5 is H or C\. 2 alkyl. 

41 . The compound of claim 32, wherein R 6 is an amino acid side chain selected from the 
group consisting of cyclohexylalanine, leucine, isoleucine, allo-isoleucine, tert-leucine, 
norleucine, phenylalanine, phenylglycine, alanine, norvaline, valine, and 2-aminobutyric 
acid. 

42. The compound of claim 41 , wherein R 6 is an amino acid side chain selected from the 
group consisting of leucine, isoleucine, allo-isoleucine, tert-leucine, norleucine, alanine, 
norvaline, valine, and 2-aminobutyric acid. 

43. The compound of claim 42, wherein R 6 is the side chain of leucine or isoleucine. 

44. The compound of claim 32, wherein R 1 is Z 1 -L a -Z 2 -, 
in which 

Z 1 is aryl optionally substituted with Cy, -CO-R d , halogen, oxo, or aryl-substituted 
i. 

CUJVC11J1, 

L a is -O-C(O)-, -C(0)-0-, -C(0)-NR c -, -NR c -C(0)-, or -S0 2 -; and 
Z 2 is heteroaryl, heterocyclyl, or a bond. 

45. The compound of claim 44, wherein Z 1 is phenyl; L a is -S0 2 -; and Z 2 is azetidine, 
pyrrole, pyrrolidine, imidazole, piperidine, or morpholine. 

46. The compound of claim 44, wherein L' is 




\ 

X 

in which 
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Y 1 is -NR c -C(0)-, -NR C -, -NR c -S(0) r , or -NR c -C(NR d )-; R 2 is H or Cm alkyl; Y 2 is a 
bond or -C(R h )(R>; and X is -C(0)OR c ; where each of R c , R h , and R, independently, is 
HorCi. 5 alkyl. 

47. The compound of claim 46, wherein Y 1 is -NH-C(O)-; R 2 is H; Y 2 is a bond; and X 
is-C(0)OH. 



48. The compound of claim 46, wherein L is 

wherein Y 3 is a bond, C,. 5 alkyl, or Cm alkenyl; and Y 4 is a bond, -C(0)-NR c -, -C(0)-, - 
NR C -, or -0-, where R c is H or Ci- 5 alkyl. 

49. The compound of claim 48, wherein Y 3 is a bond or Cm alkyl; and Y 4 is -C(0)-NH- 

50. The compound of claim 48, wherein R 3 is a moiety of the formula: 



in which R 4 is Z 5 -L°-Z 6 -, where 

Z 5 is aryl, aryl-C,. I0 alkyl, aryl-C,. 10 alkenyl, aryl-C.,0 alkynyl, heteroaryl, heteroaryl-C 
10 alkyl, heteroaryl-Ci.io alkenyl, or heteroaryl-C M0 alkynyl; 

L c is -C(O)-, -S(0) m -, -O-C(O)-, -C(0)-0-, -C(0)-NR c -, -NR e -C(0)-, -NR c -C(0)-NR d -, - 
S0 2 -NR C -, -NR e -S0 2 -, -0-, -NR°-, or a bond, with R c and R d , independently, being H or 
Cm alkyl; and 

Z 6 is aryl, aryl-C,.,o alkyl, heterocyclyl, heterocyclyl-CMo alkyl, heteroaryl, heteroaryl- 
Ci-io alkyl, or a bond. 




51. The compound of claim 50, wherein Z 5 is aryl; L c is -NR c -C(0)-NR d -; and Z 6 is aryl. 
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52. The compound of claim 5 1 , wherein R 4 is o-methylphenyl-ureido-phenyl-CH 2 -. 

53. The compound of claim 5 1 , wherein Y 5 is -CO- or -0-CO-. 

54. The compound of claim 53, wherein R 5 is H or C1-2 alkyl. 

55. The compound of claim 54, wherein R 6 is an amino acid side chain selected from the 
group consisting of leucine, isoleucine, allo-isoleucine, tert-leucine, norleucine, alanine, 
norvaline, valine, and 2-aminobutyric acid. 

56. The compound of claim 55, wherein R 6 is the side chain of leucine or isoleucine. 

57. The compound of claim 1 , wherein the chemical structure of said compound is 



58. The compound of claim 1 , wherein the chemical structure of said compound is 



wherein each of R 21 and R 22 , independently, is selected from a group consisting of 

1) Cy, 

2) -OR c , 

3) -N0 2 , 

4) -halogen, 

5) -S(0) m R c , 

6) -SR C , 

7) -S(0) 2 OR e , 




R 



,5 
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8) 


-S(0) 2 NRR , 


9) 


-NR c R d , 


10) 


-0(CR R ) n NR R , 


1 1 \ 

H) 


-C(0)R , 


12) 


-C0 2 R°, 


13) 


-C0 2 (CR R ) n CONR c R , 


14) 


-OC(0)R, 


15) 


-CN, 


16) 


-C(0)NR R , 


17) 


-NR c C(0)R , 


18) 


-OC(0)NR e R , 


19) 


-NR C(0)OR , 


20) 


-NR c C(0)NR°R e , 


21) 


-CR°(N0R d ), 


22) 


-CF 3 , 


23) 


-0CF 3 , 


24) 


oxo 


25) 


C1.10 alkyl, 


26) 


C2-ioalkenyl, 


27) 


C 2 .ioalkynyl, 


28) 


aryl-Ci-io alkyl, and 


29) 


heteroaryl-Ci-10 alkyl 



wherein each of alkyl, alkenyl, alkynyl, aryl, heteroaryl is optionally substituted with a 
group independently selected from R g ; 

R 23 is selected from the group consisting of 

1) H, 

2) Cuo alkyl, 

3) Cmo alkenyl, 

4) C 2 -io alkynyl, 

5) aryl, 

6) aryl-Ci-10 alkyl, 

7) heteroaryl, and 
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43 8) heteroaryl-Ci-ioalkyl, 

44 wherein alkyl, alkenyl and alkynyl are optionally substituted with one to four substituents 

45 independently selected from R a , and aryl and heteroaryl are optionally substituted with 

46 one to four substituents independently selected from R b . 

1 59. The compound of claim 1 , where said compound is compound no. 

2 6696 

3 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

4 L 1 is a hydrocarbon linker moiety having 1 carbon chain atom and is 

5 (i) terminally attached to R 1 by -NHC(=0)- and 

6 (ii) substituted with -COOH, 

7 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

8 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

9 Y 5 is -C(=0>, 

10 R 5 and R 6 together are 1,3-propanediyl); 

11 6697 

12 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

13 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

14 (i) terminally attached to R l by -NHC(=0)- and 

1 5 (ii) substituted with -COOH, 

16 L is Ci alkyl terminally attached to R 3 by -C(=0)NH-, 

17 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

18 Y 5 is -C(=0)-, 

19 R 5 and R 6 together are 1 ,3-propanediyl); 

20 7256 

21 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

22 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

23 (i) terminally attached to R 1 by -NHC(=0)- and 

24 (ii) substituted with -COOH, 

25 L is C 4 alkyl terminally attached to R 3 by -C(=0)NH-, 

26 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 
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27 Y 5 is -C(=0)-, 

28 R 5 and R 6 together are 1 ,3-propanediyl); 

29 7578 

30 (R 1 is l-(3,5-dicWoro-benzenesulfonyl)-2-pyrrolidinyl, 

31 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

32 (i) terminally attached to R 1 by -NHC(=0)- and 

33 (ii) substituted with -COOH, 

34 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

35 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

36 Y 5 is -C(=0)-, 

37 R 5 is methyl, and 

38 R 6 is hydrogen); 

39 8555 

40 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-piperidinyl, 

41 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

42 (i) terminally attached to R 1 by -NHC(=0)- and 

43 (ii) substituted with -COOH, 

44 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

45 R 4 is 4-[N , -(2-methylphenyl)ureido]benzyl, 

46 Y 5 is-C(=0>, 

47 R 5 is methyl, and 

48 R 6 is 2-methylpropyl); 

49 8571 

50 (R 1 is l-(3,5-dichloro-benzenesulfonyl)azacyclo-2-butyl, 

51 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

52 (i) terminally attached to R 1 by -NHC(=0)- and 

53 (ii) substituted with -COOH, 

54 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

55 R 4 is 4-|NH2-methylphenyl)ureido]benzyl, 

56 Y 5 is -C(=0>, 

57 R 5 is methyl, and 
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58 R 6 is 2-methylpropyl); 

59 8646 

60 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

61 L* is a hydrocarbon linker moiety having 1 carbon chain atom and is 

62 (i) terminally attached to R 1 by -NHC(=0)- and 

63 (ii) substituted with -CH 2 COOH, 

64 L is C 2 alkyl interrupted by -NR c -C(0)- where R° is H, 

65 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

66 Y 5 is-C(=0)-, 

67 R 5 is hydrogen, and 

68 R 6 is 2-methylpropyl); 

69 9271 

70 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-methyl-2-pyrrolidinyl, 

71 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

72 (i) terminally attached to R 1 by -C(=0> and 

73 (ii) substituted with -COOH, 

74 Lis 1,4-piperidinediyl terminally attached to R" by -C(=0>, 

75 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

76 Y 5 is-C(=0)-, 

77 R 5 is hydrogen, and 

78 R 6 is 2-methylpropyl); 

79 7083 

80 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

81 L 1 is a hydrocarbon linker moiety having 1 carbon chain atom and is 

82 (i) terminally attached to R 1 by -NHC(=0)- and 

83 (ii) substituted with -COOH, 

84 L is N-[2-(pyrrolidine-2-yl)ethyl]-methanesulfonylaminomethyl, terminally attached to R 3 by 

85 -C(=0)- at the 1 -position of the pyrrolidine ring, 

86 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

87 7328 

88 (R 1 is l-methanesulfonyl-2-pyrrolidinyl, 
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89 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

90 (i) terminally attached to R 1 by -NHC(=0)- and 

91 (ii) substituted with -COOH, 

92 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

93 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

94 Y 5 is-C(=0)-, 

95 R 5 is methyl, and 

96 R 6 is 2-methylpropyl); 

97 7399 

98 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

99 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 00 (i) terminally attached to R 1 by -NHC(=0)- and 

101 (ii) substituted with -COOH, 

102 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

103 R 4 is 4-|>T-(2-methylphenyl)ureido]benzyl, 

104 Y 5 is-C(=0)-, 

105 R 5 is hydrogen, and 

106 R 6 is hydrogen); 

107 7788 

108 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

109 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

110 (i) terminally attached to R 1 by -NHC(=0)- and 

1 1 1 (ii) substituted with -COOH, 

112 Lis Ci alkyl terminally attached to -O-(o-phenyl)- terminally attached to R 3 by -C(=0)NH-, 

113 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

114 7855 

115 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

116 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

117 (i) terminally attached to R 1 by -NHC(=0)- and 

118 (ii) substituted with -CH 2 COOH, 

1 1 9 L is C 4 alkyl terminally attached to R 3 by -C(=0)NH-, 
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120 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

121 8205 

122 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

123 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

124 (i) terminally attached to R 1 by -NHC(=0)- and 

125 (ii) substituted with -COOH, 

126 L is C 5 alkyl terminally attached to R 3 by -C(=0)NH-, 

127 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

128 8290 

129 (R 1 is l-(ruran-2-ylmethyl)-5-oxopyrrolidin-2S-yl, 

1 30 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

131 (i) terminally attached to R 1 by -NHC(=0)- and 

1 32 (ii) substituted with -COOH, 

1 33 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

134 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

135 Y 5 is-C(=0)-, 

136 R 5 is methyl, and 

1 37 R 6 is 2-methylpropyl); 

138 8291 

139 (R 1 is l-(furan-2-ylmethyl)-5-oxopyrrolidin-2R-yl, 

140 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

141 (i) terminally attached to R 1 by -NHC(=0)- and 

1 42 (ii) substituted with -COOH, 

1 43 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

144 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

145 Y 5 is -C(=0)-, 

146 R 5 is methyl, and 

147 R 6 is 2-methylpropyl); 

148 8294 

149 (R 1 is l-(thiophene-2-ylmethyl)-5-oxopyrrolidin-2S-yl, 

150 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 
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1 51 (i) terminally attached to R 1 by -NHC(=0)- and 

152 (ii) substituted with -COOH, 

1 53 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

154 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

155 Y 5 is-C(=0)-, 

156 R 5 is methyl, and 

157 R 6 is 2-methylpropyl); 

158 8295 

159 (R 1 is l-(thiophene-2-ylmethyl)-5-oxopyrrolidin-2R-yl, 

160 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

161 (i) terminally attached to R 1 by -NHC(=0)- and 

162 (ii) substituted with -COOH, 

163 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

164 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

165 Y 5 is-C(=0)-, 

166 R 5 is methyl, and 

167 R 6 is 2-methylpropyl); 

168 8304 

169 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

170 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

171 (i) terminally attached to R 1 by -NHC(=0)- and 

1 72 (ii) substituted with -COOH, 

1 73 Lis p-tolyl terminally attached to R 3 by -C(=0)NH-, 

174 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

175 8557 

176 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

177 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

178 (i) terminally attached to R 1 by -NHC(=0)- and 

1 79 (ii) substituted with -COOH, 

1 80 L is p-tolyl terminally attached to R 3 by -C(=0)NH-, 

181 R 3 is ethyl-2-(4-[N'-(2-methylphenyl)ureido]phenyl)); 
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182 8583 

183 (R 1 is l-methanesulfonyl-5-phenyl-2-pyrrolidinyl, 

184 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

185 (i) terminally attached to R 1 by -NHC(=0)- and 

186 (ii) substituted with -COOH, 

187 L is G 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

1 88 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

189 Y 5 is-C(=0)-, 

190 R 5 is methyl, and 

191 R 6 is 2-methylpropyl); 

192 8586 

193 (R 1 is (benzenesulfonyl)cyclohexylaminomethyl, 

194 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

195 (i) terminally attached to R 1 by -NHC(=0)- and 

1 96 (ii) substituted with -COOH, 

1 97 Lis C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

198 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

199 Y 5 is-C(=0)-, 

200 R 5 is methyl, and 

201 R 6 is 2-methylpropyl); 

202 8606 

203 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

204 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

205 (i) terminally attached to R 1 by -NHC(=0)- and 

206 (ii) substituted with -COOH, 

207 L is 4-[(pyrrolidine- 1 -carbonyl)-amino]phenylmethyl terminally attached to R 3 by 

208 -C(=0)NH- at the 3 -position of the pyrrolidine ring, 

209 R 3 is benzyl); 

210 8607 

211 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

212 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 
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213 (i) terminally attached to R 1 by -NHC(=0)- and 

214 (ii) substituted with -COOH, 

21 5 L is 4-[(pyrrolidine- 1 -carbonyl)-amino]phenylmethyl terminally attached to R 3 by 

216 -C(=0)NH- at the 3-position of the pyrrolidine ring, 

217 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

218 8628 

219 (R 1 is l-benzenesulfonyl-3-piperidinyl, 

220 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

221 (i) terminally attached to R 1 by -NHC(=0)- and 

222 (ii) substituted with -COOH, 

223 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

224 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

225 Y 5 is-C(=0>, 

226 R 5 is methyl, and 

227 R 6 is 2-methylpropyl); 

228 8674 

229 (R 1 is l-benzenesulfonyl-4-piperidinyl, 

230 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

231 (i) terminally attached to R 1 by -NHC(=0> and 

232 (ii) substituted with -COOH, 

233 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

234 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

235 Y 5 is-C(=0)-, 

236 R 5 is methyl, and 

237 R 6 is 2-methylpropyl); 

238 8684 

239 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

240 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

241 (i) terminally attached to R 1 by -NHC(=0> and 

242 (ii) substituted with -COOH, 

243 L is p-xylyl terminally attached to R 3 by -C(=0)NH-, 
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244 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

245 8929 

246 (R 1 is 2,6-dichlorophenyl, 

247 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

248 (i) terminally attached to R 1 by -NHC(=0)- and 

249 (ii) substituted with -COOH, 

250 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

251 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

252 Y 5 is-C(=0)-, 

253 R 5 is methyl, and 

254 ■ R 6 is 2-methylpropyl); 

255 9273 

256 (R 1 is 2,6-dichlorophenyl, 

257 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

258 (i) terminally attached to R 1 by -C(=0)- and 

259 (ii) substituted with -COOH, 

260 L is 1 ,4-piperidinediyl terminally attached to R 3 by -C(=0)-, 

261 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

262 Y 5 is-C(=0)-, 

263 R 5 is hydrogen, and 

264 R 6 is 2-methylpropyl); or 

265 9275 

266 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-methyl-2-pyrrolidinyl, 

267 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

268 (i) terminally attached to R 1 by -C(=0)- and 

269 (ii) substituted with -COOH, 

270 L is 4-methylpiperidine- 1 -yl terminally attached to R 3 by -C(=0)-, 

271 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

272 Y 5 is -C(=0)-, 

273 R 5 is hydrogen, and 

274 R 6 is 2-methylpropyl). 
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1 60. The compound of claim 1 , where said compound is compound no. 

2 7083 

3 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

4 L* is a hydrocarbon linker moiety having 1 carbon chain atom and is 

5 (i) terminally attached to R 1 by -NHC(=0)- and 

6 (ii) substituted with-COOH, 

7 L is N-[2-(pyrrolidine-2-yl)ethyl]-methanesulfonylaminomethyl, terminally attached to R by 

8 -C(=0)- at the 1 -position of the pyrrolidine ring, 

9 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

10 7328 

11 (R 1 is l-methanesulfonyl-2-pyrrolidinyl, 

12 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

13 (i) terminally attached to R 1 by -NHC(=0)- and 

14 (ii) substituted with -COOH, 

15 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

16 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

17 Y 5 is-C(=0)-, 

18 R 5 is methyl, and 

19 R 6 is 2-methylpropyl); 

20 7399 

21 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

22 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

23 (i) terminally attached to R 1 by -NHC(=0)- and 

24 (ii) substituted with -COOH, 

25 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

26 R 4 is 4-[N'-(2-methylphenyl)ureido]beri2yl, 

27 Y 5 is -C(=0)-, 

28 R 5 is hydrogen, and 

29 R 6 is hydrogen); 

30 7788 

31 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

L36 
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32 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

33 (i) terminally attached to R 1 by -NHC(=0)- and 

34 (ii) substituted with -COOH, 

35 L is C 2 alkyl terminally attached to -O-(o-phenyl)- terminally attached to R 3 by -C(=0)NH-, 

36 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

37 7855 

38 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

39 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

40 (i) terminally attached to R 1 by -NHC(=0)- and 

41 (ii) substituted with -CH 2 COOH, 

42 L is C 4 alkyl terminally attached to R 3 by -C(=0)NH-, 

43 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

44 8205 

45 (R 1 is l^S^-dichloro-benzenesulfonyO^-pyrrolidinyli 

46 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

47 (i) terminally attached to R 1 by -NHC(-0)- and 

48 (ii) substituted with -COOH, 

49 L is C 5 alkyl terminally attached to R 3 by -C(=0)NH-, 

50 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

51 8290 

52 (R 1 is l-(furan-2-ylmethyl)-5-oxopyrrolidin-2S-yl, 

53 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

54 (i) terminally attached to R 1 by -NHC(=0)- and 

55 (ii) substituted with -COOH, 

56 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

57 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

58 Y 5 is-C(=0)-, 

59 R 5 is methyl, and 

60 R 6 is 2-methylpropyl); 

61 8291 

62 (R 1 is l-(furan-2-ylmethyl)-5-oxopyrrolidin-2R-yl, 
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63 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

64 (i) terminally attached to R 1 by -NHC(=0)- and 

65 (ii) substituted with -COOH, 

66 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

67 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl 3 

68 Y 5 is-C(=0)-, 

69 R 5 is methyl, and 

70 R 6 is 2-methylpropyl); 

71 8294 

72 (R 1 is l-(thiophene-2-ylmethyl)-5-oxopyrrolidin-2S-yl, 

73 , L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

74 (i) terminally attached to R 1 by -NHC(=0)- and 

75 (ii) substituted with -COOH, 

76 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH- 5 

77 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

78 Y 5 is-C(=0)-, 

79 R 3 is methyl, and 

80 R 6 is 2-methylpropyl); 

81 8295 

82 (R 1 is l-(thiophene-2-ylmethyl)-5-oxopyrrolidin-2R-yl, 

83 L 1 is a hydrocarbon linker moiety having 1 carbon chain atom and is 

84 (i) terminally attached to R 1 by -NHC(=0)- and 

85 (ii) substituted with -COOH, 

86 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

87 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

88 Y 5 is-C(=0)-, 

89 R 5 is methyl, and 

90 R 6 is 2-methylpropyl); 

91 8304 

92 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

93 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 
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94 (i) terminally attached to R 1 by -NHC(=0)- and 

95 (ii) substituted with -COOH, 

96 L is p-tolyl terminally attached to R 3 by -C(=0)NH-, 

97 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

98 8557 

99 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

100 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

101 (i) terminally attached to R 1 by -NHC(=0)- and 

1 02 (ii) substituted with -COOH, 

1 03 L is p-tolyl terminally attached to R 3 by -C(=0)NH-, 

1 04 R 3 is ethyl-2-(4-[N'-(2-methylphenyl)ureido]phenyl)); 

105 8583 

106 (R 1 is l-methanesulfonyl-5-phenyl-2-pyrrolidinyl, 

107 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

108 (i) terminally attached to R 1 by -NHC(=0)- and 

109 (ii) substituted with -COOH, 

110 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

111 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

112 Y 5 is-C(=0)-, 

113 R 5 is methyl, and 

114 R 6 is 2-methylpropyl); 

115 8586 

116 (R 1 is (benzenesulfonyl)cyclohexylaminomethyl, 

117 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

118 (i) terminally attached to R 1 by -NHC(=0)- and 

119 (ii) substituted with -COOH, 

120 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

121 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

122 Y 5 is -C(=0>, 

123 R 5 is methyl, and 

124 R 6 is 2-methylpropyl); 
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125 8606 

126 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

127 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

128 (i) terminally attached to R 1 by -NHC(=0)- and 

1 29 (ii) substituted with -COOH, 

1 30 L is 4-[(pyrrolidine- 1 -carbonyl)-amino]phenylmethyl terminally attached to R 3 by 

1 31 -C(=0)NH- at the 3-position of the pyrrolidine ring, 

132 R 3 is benzyl); 

133 8607 

134 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

135 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 36 (i) terminally attached to R 1 by -NHC(=0)- and 

1 37 (ii) substituted with -COOH, 

1 38 L is 4-[(pyrrolidine- 1 -carbonyl)-amino]phenylmethyl terminally attached to R 3 by 

1 39 -C(=0)NH- at the 3-position of the pyrrolidine ring, 

140 R 3 is 4-[N '-(2-methylphenyl)ureido]benzyl); 

It I OUiLO 

142 (R 1 is l-benzenesulfonyl-3-piperidinyl, 

143 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

144 (i) terminally attached to R 1 by -NHC(=0)- and 

145 (ii) substituted with -COOH, 

146 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

147 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

148 Y 5 is-C(=0)-, 

149 R 5 is methyl, and 

1 50 R 6 is 2-methylpropyl); 

151 8674 

152 (R 1 is l-benzenesulfonyl-4-piperidinyl, 

153 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 54 (i) terminally attached to R l by -NHC(=0)- and 

1 55 (ii) substituted with -COOH, 
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156 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

1 57 R 4 is 4-[N , -(2-methylphenyl)ureido]benzyl, 

158 Y 5 is-C(=0)-, 

159 R 5 is methyl, and 

160 R 6 is 2-methylpropyl); 

161 8684 

162 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

163 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

164 (i) terminally attached to R l by -NHC(O)- and 

165 (ii) substituted with -COOH, 

166 L is p-xylyl terminally attached to R 3 by -C(=0)NH-, 

167 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

168 8929 

169 (R 1 is 2,6-dichlorophenyl, 

170 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 71 (i) terminally attached to R 1 by -NHC(=0)- and 

1 72 (ii) substituted with -COOH, 

173 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

1 74 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl 5 

175 Y 5 is-C(=0)-, 

176 R 5 is methyl, and 

1 77 R 6 is 2-methylpropyl); 

178 9273 

179 (R 1 is 2,6-dichlorophenyl, 

180 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

181 (i) terminally attached to R 1 by -C(=0)- and 

1 82 (ii) substituted with -COOH, 

1 83 L is 1 ,4-piperidinediyl terminally attached to R 3 by -C(=0)-, 

184 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

185 Y 5 is-C(=0)-, 

186 R 5 is hydrogen, and 
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1 87 R 6 is 2-methylpropyl); or 

188 9275 

189 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-methyl-2-pyrrolidinyl, 

190 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

191 (i) terminally attached to R 1 by -C(=0)- and 

1 92 (ii) substituted with -COOH, 

1 93 Lis 4-methylpiperidine- 1 -yl terminally attached to R by -C(=0)- , 

194 R 4 is 4-[N r -(2-methylphenyl)ureido]benzyl ? 

195 Y 5 is-C(=0)-, 

196 R 5 is hydrogen, and 

1 97 R 6 is 2-methylpropyl) . 

1 61. A composition comprising a pharmaceutical carrier and an effective amount of a 

2 compound of the following formula: 

3 R 3 — L — V — R 1 



4 


wherein 






K IS 




6 


l) 


H, 


7 


2) 


Clio alkyl, 


8 


3) 


CMoalkenyl, 


9 


4) 


C 2 -ioalkynyl, 


10 


5) 


Cy, 


11 


6) 


Cy-C M o alkyl, 


12 


7) 


Cy-Ci-ioalkenyl, or 


13 


8) 


Cy-Ci-ioalkynyl; 



14 L' is a hydrocarbon linker moiety having 1 -5 carbon chain atoms and is 

15 (i) optionally interrupted by, or terminally attached to, one or more of the following 

16 groups: 

17 1) -C(O)-, 

18 2) -O-C(O)-, 

19 3) -C(0)-0-, 
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20 4) -C(0)-NR c -, 

21 5) -NR c -C(0)-, 

22 6) -NR c -C(0)-NR d -, 

23 7) -NR c -C(0)-0-, 

24 8) -0-C(0)-NR\ 

25 9) -SCOW, 

26 10)-SO 2 -NR c -, 

27 11)-NR C -S0 2 -, 

28 12)-NR c -C(NR m )-, 

29 13)-0-, 

30 14)-NR c -,or 

31 15)-Cy;or 

32 (ii) optionally substituted with one or more substituents independently selected from R b ; 

33 L is a hydrocarbon linker moiety having 1-14 carbon chain atoms and is 

34 (i) optionally interrupted by, or terminally attached to, one or more of the following 

35 groups: 

1 \ /~\/r\\ 

oo i) -^\yj-, 

37 2) -O-C(O)-, 

38 3) -C(0)-0-, 

39 4) -C(0)-NR c -, 

40 5) -NR c -C(0)-, 

41 6) -NR c -C(0)-NR d -, 

42 7) -NR c -C(0)-0-, 

43 8) -0-C(0)-NR c -, 

44 9) -S(0) m -, 

45 10)-SO 2 -NR c -, 

46 11)-NR C -S0 2 -, 

47 12)-0-, 

48 13)-NR°-,or 

49 14)Cy;or 
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50 (ii) optionally substituted with one or more substituents independently selected from R ; 

51 and 

52 R is alkyl, alkenyl, alkynyl, cycloalkyl, aryl-fused cycloalkyl, cycloalkenyl, aryl, aralkyl, 

53 aryl-substituted alkenyl or alkynyl, cycloalkyl-substituted alkyl, cycloalkenyl-substituted 

54 cycloalkyl, biaryl, alkenoxy, alkynoxy, aralkoxy, aryl-substituted alkenoxy or alkynoxy, 

55 alkylamino, alkenylamino or alkynylamino, aryl-substituted alkylamino, aryl-substituted 

56 alkenylamino or alkynylamino, aryloxy, arylamino, heterocyclyl, heterocyclyl-substituted 

57 alkyl, heterocyclyl-substituted amino, carboxyalkyl substituted aralkyl, or oxocarbocyclyl- 

58 fused aryl; or a moiety of the following formula: 



R 5 



59 




60 wherein: 

61 Y 5 is selected from the group consisting of -CO-, -0-CO-, -SO2- and -PO2-; 

6? e?.ch of R 4 ?.nd R*\ independently, is ?.Ikyl, p.lkenyl, ?.lkynyl, cyclo?.!kyI, ?.ry!-fi!sed 

63 cycloalkyl, cycloalkenyl, aryl, aralkyl, aryl-substituted alkenyl or alkynyl, cycloalkyl- 

64 substituted alkyl, cycloalkenyl-substituted cycloalkyl, biaryl, alkenoxy, alkynoxy, aralkoxy, 

65 aryl-substituted alkenoxy or alkynoxy, alkylamino, alkenylamino or alkynylamino, aryl- 

66 substituted alkylamino, aryl-substituted alkenylamino or alkynylamino, aryloxy, arylamino, 

67 heterocyclyl, heterocyclyl-substituted alkyl, heterocyclyl-substituted amino, carboxyalkyl 

68 substituted aralkyl, oxocarbocyclyl-fused aryl, or an amino acid side chain selected from the 

69 group consisting of arginine, asparagine, glutamine, S-methyl cysteine, methionine and 

70 corresponding sulfoxide and sulfone derivatives thereof, cyclohexylalanine, leucine, 

71 isoleucine, allo-isoleucine, tert-leucine, norleucine, phenylalanine, phenylglycine, tyrosine, 

72 tryptophan, proline, alanine, ornithine, histidine, glutamine, norvaline, valine, threonine, 

73 serine, beta-cyanoalanine, 2-aminobutyric acid and allothreonine; and 

74 R 5 is hydrogen, aryl, alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, or aryl-substituted 

75 alkyl, R 5 and R 6 may be taken together with the atoms to which they are attached to form a 

76 heterocycle of 5 to 7 members; 

77 each of said Cy is cycloalkyl, heterocyclyl, aryl, or heteroaryl; 
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78 each of said alkyl, alkenyl and alkynyl is optionally substituted with one to four 

79 substituents independently selected from R a ; and 

80 each of said cycloalkyl, cycloalkenyl, heterocyclyl, aryl, or heteroaryl is optionally 

81 substituted with one to four substituents independently selected from R b ; 

82 R a is 

83 1) Cy, 

84 2) -OR c , 

85 3) -N0 2 , 

86 4) -halogen, 

87 5) -S(0) m R c , 

88 6) -SR C , 

89 7) -S(0) 2 OR c , 

90 8) -S(0) 2 NR c R d , 

91 9) -NR c R d , 

92 10)-O(CR e R f )„NR c R d , 

93 ll)-C(0)R d , 

94 12)-U0 2 K : , 

95 13)-P(0)(OR c )(OR d ), 

96 14)-P(0)(R c )(OR d ), 

97 15)-S(0) m OR c , 

98 16)-C(0)NR c R j , 

99 1 7) -C0 2 (CR e R f ) n CONR c R d , 

100 18)-OC(0)R c , 

101 19)-CN, 

102 20)-NR c C(O)R d , 

103 21)-OC(0)NR c R d , 

104 22)-NR c C(0)OR d , 

105 23)-NR c C(0)NR d R e , 

106 24)-CR c (NOR d ), 

107 25)-CF 3 , 

108 26)-OCF 3> or 
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109 27) oxo 

I I o wherein Cy is optionally substituted with one to four substituents independently selected 

III fromR b , 

112 R b is 

113 1) a group selected from R a , 

114 2) Ci-ioalkyl, 

115 3) C2-ioalkenyl, 

116 4) C 2 -ioalkynyl, 

117 5) aryl-Ci-i 0 alkyl,or 

118 6) heteroaryl-Ci-ioalkyl, 

119 wherein each of alkyl, alkenyl, alkynyl, aryl, and heteroaryl is optionally substituted with a 

120 group independently selected from R g 

121 each of R°, R d , R e , and R f , independently, is 

122 1) H, 

123 2) C mo alkyl, 

124 3) Cmo alkenyl, 

125 4) C 2 .io alkynyl, 

126 5) Cy, or 

127 6) Cy-Ci-io alkyl; 

128 wherein each of alkyl, alkenyl, alkynyl and Cy is optionally substituted with one to four 

129 substituents independently selected from R g ; 

130 R 8 is 

131 1) halogen, 

132 2) amino, 

133 3) carboxy, 

134 4) -COO-C1.4 alkyl, 

135 5) -P(0)(OH) 2 , 

136 6) -P(0)(OH)(0-C M alkyl), 

137 7) -P(0)(C,4alkyl) 2 , 

138 8) -P(0)(OH)(C M alkyl), 

139 9) -P(0)(0-C M alkyl)(C M alkyl), 
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140 10)-SO 2 -Ci 4 alkyl 5 

141 ll)-CO-NH 2 , 

142 12)-CO-NH(C M alkyl), 

143 13)-CO-N(C M alkyl) 2 , 

144 14)Ci4alkyl ? 

145 15)C M alkoxy, 

146 16)aryl, 

147 17)aryl-Ci. 4 alkoxy, 

148 18) hydroxy, 

149 19)CF 3 ,or 

150 20)aryloxy; 

151 R m is 

152 1) H, 

153 2) Ci-ioalkyl, 

154 3) C 2 -ioalkenyl, 

155 4) CMoalkynyl, 

156 5) Cy, 

157 6) Cy-C M oalkyl, 

158 7) C MO acyl, 

159 8) Ci_i 0 alkyl-sulfonyl, or 

160 9) Ci.ioalkoxy; and 

161 R j is 

162 1) H, 

163 2) C MO alkyl, 

164 3) CMoalkenyl, 

165 4) C 2 -io alkynyl, 

166 5) cyano, 

167 6) aryl, 

168 7) aryl-C MO alkyl, 

169 8) heteroaryl, 

170 9) heteroaryl-Ci-ioalkyl, or 
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171 10)-SO 2 R k , 

1 72 where R k is C M0 alkyl, C2-10 alkenyl, C2-10 alkynyl, or aryl; 

1 73 R c and R d taken together with the atoms to which they are attached optionally form a 

174 heterocyclic ring of 5 to 7 members, said ring containing 0-2 additional heteroatoms 

175 independently selected from 0, N and S; 

1 76 R e and R f taken together with the atoms to which they are attached optionally form a 

177 ring of 5 to 7 members, said ring containing 0-2 additional heteroatoms independently 

1 78 selected from 0 , S and N; 

179 mis 0,1, or 2; 

180 n is an integer from 1 to 10; 

181 provided that when L is saturated and has 1-4 carbon chain atoms, 

1 82 (i) L must contain a heteroatom selected from O, S, and N; or 

183 (ii) R 3 must contain the moiety o-methylphenyl-ureido-phenyl-CH 2 -; or 

1 84 (iii) R 1 must contain only one Cy group; 

185 (iv) when L is terminally attached to R 3 by -C(=0)NH-, R 1 is not optionally 

1 86 substituted pyrrolidinyl substituted with a -S0 2 -optionally substituted phenyl group; 

187 or a pharmaceutically acceptable salt thereof. 

1 62. The composition of claim 61 , wherein said compound is compound no. 

2 6696 

3 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

4 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

5 (i) terminally attached to R 1 by -NHC(=0)- and 

6 (ii) substituted with -COOH, 

7 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

8 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

9 Y 5 is -C(=0)-, 

10 R 5 and R 6 together are 1 ,3-propanediyl); 

11 6697 

12 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

13 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 
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1 4 (i) terminally attached to R 1 by -NHC(=0)- and 

1 5 (ii) substituted with -COOH, 

16 L is C i alkyl terminally attached to R 3 by -C(=0)NH-, 

17 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

18 Y 5 is-C(=0)-, 

19 R 5 and R 6 together are 1 ,3-propanediyl); 

20 7256 

21 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

22 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

23 (i) terminally attached to R 1 by -NHC(=0)- and 

24 (ii) substituted with -COOH, 

25 L is C 4 alkyl terminally attached to R 3 by -C(=0)NH-, 

26 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

27 Y 5 is -C(=0)-, 

28 R 5 and R 6 together are 1 ,3-propanediyl); 

29 7578 

au (R' is i-(3,5-dichioro-benzenesuifonyi)-2-pyrroiidinyi, 

31 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

32 (i) terminally attached to R 1 by -NHC(=0)- and 

33 (ii) substituted with -COOH, 

34 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

35 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

36 Y 5 is -C(=0)-, 

37 R 5 is methyl, and 

38 R 6 is hydrogen); 

39 8555 

40 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-piperidinyl, 

41 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

42 (i) terminally attached to R 1 by -NHC(=0)- and 

43 (ii) substituted with -COOH, 

44 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 
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45 R 4 is 4-pvf'-(2-methylphenyl)ureido]benzyl, 

46 Y 5 is -C(=0)-, 

47 R 5 is methyl, and 

48 R 6 is 2-methylpropyl); 

49 8571 

50 (R 1 is l-(3,5-dichloro-benzenesulfonyl)azacyclo-2-butyl, 

51 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

52 (i) terminally attached to R 1 by -NHC(=0)- and 

53 (ii) substituted with -COOH, 

54 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

55 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

56 Y 5 is -C(=0)-, 

57 R 5 is methyl, and 

58 R 6 is 2-methylpropyl); 

59 8646 

60 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

bi U is a hydrocarbon 'linker moiexy having i carbon chain atom and is 

62 (i) terminally attached to R 1 by -NHC(=0)- and 

63 (ii) substituted with -CH 2 COOH, 

64 L is C 2 alkyl interrupted by -NR c -C(0)- where R e is H, 

65 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

66 Y 5 is-C(=0)-, 

67 R 5 is hydrogen, and 

68 R 6 is 2-methylpropyl); 

69 9271 

70 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-methyl-2-pyrrolidinyl, 

71 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

72 (i) terminally attached to R 1 by -C(=0)- and 

73 (ii) substituted with -COOH, 

•J 

74 L is l 5 4-piperidinediyl terminally attached to R by -C(=0)-, 

75 R 4 is 4-[N , -(2-methylphenyl)ureido]benzyl, 
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76 Y 5 is-C(=0)-, 

77 R 5 is hydrogen, and 

78 R 6 is 2-methylpropyl); 

79 7083 

80 (R 1 is l^SjS-dichloro-benzenesulfonyO^-pyrrolidinyl, 

81 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

82 (i) terminally attached to R 1 by -NHC(=0)- and 

83 (ii) substituted with -COOH, 

84 L is N-[2-(pyrrolidine-2-yl)ethyl]-methanesulfonylaminomethyl, terminally attached to R3 

85 by -C(=0)- at the 1 -position of the pyrrolidine ring, 

86 R 3 is 4- [N'-(2-methylphenyl)ureido]benzyl) ; 

87 7328 

88 (R 1 is l-methanesulfonyl-2-pyrrolidinyl, 

89 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

90 (i) terminally attached to R 1 by -NHC(=0)- and 

91 (ii) substituted with -COOH, 

L is C2 aikyi terminally aiiacheu to R by -C(-G)NK-, 

93 R 4 is 4-[N -(2-methylphenyl)ureido]benzyl, 

94 Y 5 is -C(=0)-, 

95 R 5 is methyl, and 

96 R 6 is 2-methylpropyl); 

97 7399 

98 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

99 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

100 (i) terminally attached to R 1 by -NHC(=0)- and 

1 01 (ii) substituted with -COOH, 

102 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

103 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

104 Y 5 is-C(=0)-, 

105 R 5 is hydrogen, and 

106 R 6 is hydrogen); 
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107 7788 

108 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

109 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

110 (i) terminally attached to R l by -NHC(=0)- and 

1 1 1 (ii) substituted with -COOH, 

112 L is C2 alkyl terminally attached to -O-(o-phenyl)- terminally attached to R 3 by -C(=0)NH-, 

113 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

114 7855 

115 (R 1 is 1 -benzenesulfonyl-2-pyrrolidinyl, 

116 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

117 (i) terminally attached to R 1 by -NHC(=0)- and 

1 1 8 (ii) substituted with -CH 2 COOH, 

119 Lis C4 alkyl terminally attached to R 3 by -C(=0)NH-, 

1 20 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

121 8205 

122 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

123 L" is a hyuiwarbuu linker niuiciy having 1 utiuun chain atuin and 15 

1 24 (i) terminally attached to R 1 by -NHC(=0)- and 

125 (ii) substituted with -COOH, 

1 26 Lis C5 alkyl terminally attached to R 3 by -C(=0)NH-, 

1 27 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

128 8290 

129 (R 1 is l-(furan-2-ylmethyl)-5-oxopyrrolidin-2S-yl, 

130 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 31 (i) terminally attached to R 1 by -NHC(=0)- and 

1 32 (ii) substituted with -COOH, 

1 33 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

134 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

135 Y 5 is -C(=0)-, 

136 R 5 is methyl, and 

137 R 6 is 2-methylpropyl); 
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138 8291 

139 (R 1 is l-(furan-2-ylmethyl)-5-oxopyrrolidin-2R-yl, 

140 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

141 (i) terminally attached to R 1 by -NHC(=0)- and 

142 (ii) substituted with -COOH, 

143 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

144 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

145 Y 5 is-C(=0)-, 

146 R 5 is methyl, and 

147 R 6 is 2-methylpropyl); 

148 8294 

149 (R 1 is l-(thiophene-2-ylmethyl)-5-oxopyrrolidin-2S-yl, 

150 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

151 (i) terminally attached to R 1 by -NHC(=0)- and 

1 52 (ii) substituted with -COOH, 

1 53 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

154 R 4 is 4-[N : -(2-meihyiphenyi)ureidojbenzyi, 

155 Y 5 is -C(=0)-, 

156 R 5 is methyl, and 

157 R 6 is 2-methylpropyl); 

158 8295 

159 (R 1 is l-(thiophene-2-ylmethyl)-5-oxopyrrolidin-2R-yl, 

160 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

161 (i) terminally attached to R 1 by -NHC(=0)- and 

1 62 (ii) substituted with -COOH, 

1 63 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

164 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

165 Y 5 is -C(=0)-, 

166 R 5 is methyl, and 

167 R 6 is 2-methylpropyl); 

168 8304 
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169 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

1 70 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 71 (i) terminally attached to R 1 by -NHC(=0)- and 

1 72 (ii) substituted with -COOH, 

1 73 L is p-tolyl terminally attached to R 3 by -C(=0)NH-, 

174 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

175 8557 

176 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

1 77 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 78 (i) terminally attached to R 1 by -NHC(=0)- and 

1 79 (ii) substituted with -COOH, 

1 80 Lis p-tolyl terminally attached to R 3 by -C(=0)NH-, 

181 R 3 is ethyl-2-(4-[N'-(2-methylphenyl)ureido]phenyl)); 

182 8583 

183 (R 1 is l-methanesulfonyl-5-phenyl-2-pyrrolidinyl, 

1 84 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

185 (i) iermirmiiy attached io R' by -NKC(=0)- and 

1 86 (ii) substituted with -COOH, 

1 87 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

188 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

189 Y 5 is -C(=0)-, 

190 R 5 is methyl, and 

191 R 6 is 2-methylpropyl); 

192 8586 

193 (R 1 is (benzenesulfonyl)cyclohexylaminomethyl, 

194 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 95 (i) terminally attached to R 1 by -NHC(=0)- and 

1 96 (ii) substituted with -COOH, 

1 97 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

198 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

199 Y 5 is -C(=0)-, 
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200 R is methyl, and 

201 R 6 is 2-methylpropyl); 

202 8606 

203 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

204 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

205 (i) terminally attached to R 1 by -NHC(=0)- and 

206 (ii) substituted with -COOH, 

207 L is 4-[(pyrrolidine-l -carbonyl)-amino]phenylmethyl terminally attached to R 3 by 

208 -C(=0)NH- at the 3 -position of the pyrrolidine ring, 

209 R 3 is benzyl); 

210 8607 

21 1 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

212 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

213 (i) terminally attached to R 1 by -NHC(=0)- and 

214 (ii) substituted with -COOH, 

215 L is 4- [(pyrrolidine- 1 -carbonyl)-amino]phenylmethyl terminally attached to R 3 by 
es -C(=0)NH- at the 3 -position of the pyrrolidine ring, 

217 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

218 8628 

219 (R 1 is l-benzenesulfonyl-3-piperidinyl, 

220 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

221 (i) terminally attached to R 1 by -NHC(=0)- and 

222 (ii) substituted with -COOH, 

223 L is C 2 alkyl terminally attached to R 3 by -C(-0)NH-, 

224 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

225 Y 5 is -C(=0)-, 

226 R 5 is methyl, and 

227 R 6 is 2-methylpropyl); 

228 8674 

229 (R 1 is l-benzenesulfonyl-4-piperidinyl, 

230 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 
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231 (i) terminally attached to R 1 by -NHC(=0)- and 

232 (ii) substituted with -COOH, 

233 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

234 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

235 Y 5 is -C(=0)-, 

236 R 5 is methyl, and 

237 R 6 is 2-methylpropyl); 

238 8684 

239 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

240 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

241 (i) terminally attached to R 1 by -NHC(=0)- and 

242 (ii) substituted with -COOH, 

243 L is p-xylyl terminally attached to R 3 by -C(=0)NH-, 

244 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

245 8929 

246 (R 1 is 2,6-dichlorophenyl, 

247 L : is a hydrocarbon iinker moiety having i carbon chain atom and is 

248 (i) terminally attached to R 1 by -NHC(=0)- and 

249 (ii) substituted with -COOH, 

250 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

251 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

252 Y 5 is -C(=0)-, 

253 R 5 is methyl, and 

254 R 6 is 2-methylpropyl); 

255 9273 

256 (R 1 is 2,6-dichlorophenyl, 

257 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

258 (i) terminally attached to R 1 by -C(=0)- and 

259 (ii) substituted with -COOH, 

260 L is 1,4-piperidinediyl terminally attached to R by -C(=0)-, 

261 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 
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262 Y 5 is-C(=0)-, 

263 R 5 is hydrogen, and 

264 R 6 is 2-methylpropyl); or 

265 9275 

266 (R l is l-(3,5-dichloro-benzenesulfonyl)-2-methyl-2-pyrrolidinyl, 

267 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

268 (i) terminally attached to R 1 by -C(=0)- and 

269 (ii) substituted with -COOH, 

270 L is 4-methylpiperidine-l -yl terminally attached to R 3 by -C(=0)-, 

271 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl 5 

272 Y 5 is -C(=0>, 

273 R 5 is hydrogen, and 

274 R 6 is 2-methylpropyl). 

1 63 . A method of inhibiting VLA-4-dependent cell adhesion, comprising administering to 

2 a patient in need thereof an effective amount of a compound of the following formula: 

t%3 t t i nl 

O AX XJ AJ XV 



4 


wherein 




5 


R 1 is 




6 


1) 


H, 


7 


2) 


Ci.ioalkyl, 


8 


3) 


C2-ioalkenyl, 


9 


4) 


C 2 .ioalkynyl, 


10 


5) 


Cy, 


11 


6) 


Cy-Cuoalkyl, 


12 


7) 


Cy-Ci-ioalkenyl, or 


13 


8) 


Cy-Ci-ioalkynyl; 



14 L' is a hydrocarbon linker moiety having 1-5 carbon chain atoms and is 

15 (i) optionally interrupted by, or terminally attached to, one or more of the following 

16 groups: 

17 1) -C(0>, 
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2) -O-C(O)-, 

3) -C(0)-0-, 

4) -C(0)-NR\ 

5) -NR c -C(0)-, 

6) -NR c -C(0)-NR d -, 

7) -NR c -C(0)-0-, 

8) -0-C(0)-NR e -, 

9) -S(0) m -, 

10) -SO 2 -NR e -, 

11) -NR C -S0 2 -, 

12) -NR c -C(NR m )-, 

13J-0-, 

14) -NR C -, or 

15) -Cy; or 

(ii) optionally substituted with one or more substituents independently selected from R b ; 
L is a hydrocarbon linker moiety having 1-14 carbon chain atoms and is 

(i) optionally interrupted by, or terminally attached to, one or more of me following 
groups: 

1) -C(O)-, 

2) -O-C(O)-, 

3) -C(0)-0-, 

4) -C(0)-NR c -, 

5) -NR c -C(0)-, 

6) -NR e -C(0)-NR d -, 

7) -NR c -C(0)-0-, 

8) -0-C(0)-NR c -, 

9) -S(0) m -, 

10) -SO 2 -NR c -, 

11) -NR C -S0 2 -, 

12) -0-, 

13) -NR c -,or 
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49 14)Cy;or 

50 (ii) optionally substituted with one or more substituents independently selected from R b ; 

51 and 

52 R 3 is alkyl, alkenyl, alkynyl, cycloalkyl, aryl-fused cycloalkyl, cycloalkenyl, aryl, aralkyl, 

53 aryl-substituted alkenyl or alkynyl, cycloalkyl-substituted alkyl, cycloalkenyl-substituted 

54 cycloalkyl, biaryl, alkenoxy, alkynoxy, aralkoxy, aryl-substituted alkenoxy or alkynoxy, 

55 alkylamino, alkenylamino or alkynylamino, aryl-substituted alkylamino, aryl-substituted 

56 alkenylamino or alkynylamino, aryloxy, arylamino, heterocyclyl, heterocyclyl-substituted 

57 alkyl, heterocyclyl-substituted amino, carboxyalkyl substituted aralkyl, or oxocarbocyclyl- 

58 fused aryl; or a moiety of the following formula: 

R 5 

Y J 

59 R6 

60 wherein: 

^r>+n.A -fW\rv» fUo ftrnim r»rmci ctinrr r\f* -fO- -O-f^.O- -SnO-i- anH -POt- ' 

62 each of R 4 and R 6 , independently, is alkyl, alkenyl, alkynyl, cycloalkyl, aryl-fused 

63 cycloalkyl, cycloalkenyl, aryl, aralkyl, aryl-substituted alkenyl or alkynyl, cycloalkyl- 

64 substituted alkyl, cycloalkenyl-substituted cycloalkyl, biaryl, alkenoxy, alkynoxy, aralkoxy, 

65 aryl-substituted alkenoxy or alkynoxy, alkylamino, alkenylamino or alkynylamino, aryl- 

66 substituted alkylamino, aryl-substituted alkenylamino or alkynylamino, aryloxy, arylamino, 

67 heterocyclyl, heterocyclyl-substituted alkyl, heterocyclyl-substituted amino, carboxyalkyl 

68 substituted aralkyl, oxocarbocyclyl-fused aryl, or an amino acid side chain selected from the 

69 group consisting of arginine, asparagine, glutamine, S-methyl cysteine, methionine and 

70 corresponding sulfoxide and sulfone derivatives thereof, cyclohexylalanine, leucine, 

71 isoleucine, allo-isoleucine, tert-leucine, norleucine, phenylalanine, phenylglycine, tyrosine, 

72 tryptophan, proline, alanine, ornithine, histidine, glutamine, norvaline, valine, threonine, 

73 serine, beta-cyanoalanine, 2-aminobutyric acid and allothreonine; and 

74 R 5 is hydrogen, aryl, alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, or aryl-substituted 

75 alkyl, R 5 and R 6 may be taken together with the atoms to which they are attached to form a 

76 heterocycle of 5 to 7 members; 
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77 each of said Cy is cycloalkyl, heterocyclyl, aryl, or heteroaryl; 

78 each of said alkyl, alkenyl and alkynyl is optionally substituted with one to four 

79 substituents independently selected from R a ; and 

80 each of said cycloalkyl, cycloalkenyl, heterocyclyl, aryl, or heteroaryl is optionally 

81 substituted with one to four substituents independently selected from R b ; 

82 R a is selected from the group consisting of 

83 1) Cy, 

84 2) -OR c , 

85 3) -N0 2 , 

86 4) -halogen, 

87 5) -S(0) m R c , 

88 6) -SR C , 

89 7) -S(0) 2 OR c , 

90 8) -S(0) 2 NR c R d , 

91 9) -NR c R d , 

92 10)-O(CR e R f )„NR c R d , 

93 ll)-C(0)R d , 

94 12)-C0 2 R C , 

95 13)-P(0)(OR c )(OR d ), 

96 14)-P(0)(R c )(OR d ), 

97 15)-S(0) m OR c , 

98 16)-C(0)NR c R j , 

99 17)-C0 2 (CR e R f ) n CONR c R d , 

100 18)-OC(0)R c , 

101 19) -CN, 

102 20)-NR c C(O)R d , 

103 21)-OC(0)NR e R d , 

104 22)-NR c C(0)OR d , 

105 23)-NR c C(0)NR d R e , 

106 24)-CR c (NOR d ), 

107 25)-CF 3 , 
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108 26)-OCF 3 ,or 

109 27)oxo 

110 wherein Cy is optionally substituted with one to four substituents independently selected 



111 


fromR b 5 






Iv li> 




113 


i) 


a group selected from R a , 


114 


2) 


Clio alkyl, 


115 


3) 


C 2 .ioalkenyl, 


116 


4) 


C 2 .ioalkynyl, 


117 


5) 


aryl-Ci-io alkyl, or 


118 


6) 


heteroaryl-Ci-io alkyl, 



119 wherein each of alkyl, alkenyl, alkynyl, aryl, and heteroaryl is optionally substituted with a 

120 group independently selected from R 8 

121 each of R°, R d , R e , and R f , independently, is 

122 1) H, 

123 2) Cuo alkyl, 

124 3) C2-10 alkenyl, 

125 4) Cmo alkynyl, 

126 5) Cy, or 

127 6) Cy-Cuo alkyl; 

128 wherein each of alkyl, alkenyl, alkynyl and Cy is optionally substituted with one to four 

129 substituents independently selected from R 8 ; 



130 


R 8 is 




131 


1) 


halogen, 


132 


2) 


amino, 


133 


3) 


carboxy, 


134 


4) 


-COO-Cm alkyl, 


135 


5) 


-P(0)(OH) 2 , 


136 


6) 


-P(0)(OH)(0-C M alkyl), 


137 


7) 


-P(0)(C M alkyl) 2 , 


138 


8) 


-P(0)(OH)(C M alkyl), 
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1057 




-PfOYO-Pi ^nlWIVPi .alkvH 


I4U 


iu> 




14 I 




.po-xrw-, 


149 




IN n^v^ J -4 aiivyi ^ 


I40 






AAA 
1 44 






14^ 
I40 










aryi, 


147 
I4r 




aryi-\^i4 diKuxy, 


T4o 




nyaroxy, 


-MO 




Cr3, or 


I ou 




dry iuxy , 


151 


R m is 




1^9 


w 




1*^ 


9^ 


^i-ioaiKyi, 


1 AA 
104 




\^2-\o aiKenyi, 


1 00 


4 \ 


/->( 11 1 
w-10 aiKynyi, 


1RR 
1 00 




Pv 


1 R7 
10/ 


D ; 


Pv P, ,^ q1H;1 


noo 


7^ 


M-ioacyi, 


159 


Q^ 


cyano, 


lou 


y J 


v^i-io aiKyi-suiionyi, or 


iO I 


IV) 


\s \ - \ o diKU xy , dim 


1R9 


Iv la 




I DO 






1RA 
104 


9^ 


ui-ioaiKyi, 


100 




U2-ioaiKenyi 5 


166 


4) 


CMoalkynyl, 


167 


5) 


cyano, 


168 


6) 


aryl, 


169 


7) 


aryl-d-ioalkyl, 
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170 8) heteroaryl, 

171 9) heteroaryl-Cwoalkyl, or 

172 10) -S0 2 R k , 

173 where R k is C\.\o alkyl, C 2 -io alkenyl, C 2 .io alkynyl, and aryl; 

1 74 R c and R d taken together with the atoms to which they are attached optionally form a 

175 heterocyclic ring of 5 to 7 members, said ring containing 0-2 additional heteroatoms 

176 independently selected from 0, N and S; 

177 R e and R f taken together with the atoms to which they are attached optionally form a 

178 ring of 5 to 7 members, said ring containing 0-2 additional heteroatoms independently 

1 79 selected from O, S and N; 

180 misO, l,or2; 

181 n is an integer from 1 to 10; 

182 provided that when L is saturated and has 1-4 carbon chain atoms, 

1 83 (i) L must contain a heteroatom selected from O, S, and N; or 

1 84 (ii) R 3 must contain the moiety o-methylphenyl-ureido-phenyl-CH 2 -; or 

185 (iii) R 1 must contain only one Cy group; 
1 8b or a pharmaceuxicaiiy accepxabie sail thereof. 

1 64. The method of claim 63, wherein said compound is compound no. 

2 5192 

3 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

4 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

5 (i) terminally attached to R 1 by -NHC(=0)- and 

6 (ii) substituted with -COOH, 



7 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

8 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

9 Y 5 is -C(=0)-, 

10 R 5 is methyl, 

11 R 6 is 2-methylpropyl); 

12 5283 
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13 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

14 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 5 (i) terminally attached to R 1 by -NHC(=0)- and 

16 (ii) substituted with -COOH, 

17 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

18 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

19 Y 5 is -C(=0)- 5 

20 R 5 is hydrogen, 

21 R 6 is 2-methylpropyl); 

22 6696 

23 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

24 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 



25 (i) terminally attached to R 1 by -NHC(=0)- and 

26 (ii) substituted with -COOH, 

27 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

28 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

30 R 5 and R 6 together are 1,3-propanediyl); 

31 6697 

32 (R 1 is l-(3 5 5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

33 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

34 (i) terminally attached to R 1 by -NHC(=0)- and 

35 (ii) substituted with -COOH, 



36 L is Ci alkyl terminally attached to R 3 by -C(=0)NH-, 

37 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

38 Y 5 is -C(=0)-, 

39 R 5 and R 6 together are 1 ,3-propanediyl); 

40 6714 

41 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl ? 

42 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

43 (i) terminally attached to R 1 by -NHC(=0)- and 
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44 (ii) substituted with -COOH, 

45 L is C i alkyl terminally attached to R 3 by -C(=0)NH-, 

46 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

47 Y 5 is -C(=0)-, 

48 R 5 is methyl, 

49 R 6 is 2-methylpropyl); 

50 7234 

51 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

52 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

53 (i) terminally attached to R 1 by -NHC(=0)- and 

54 (ii) substituted with -COOH, 

55 L is C 4 alkyl terminally attached to R 3 by -C(=0)NH-, 

56 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

57 Y 5 is -C(=0)-, 

58 R 5 is hydrogen, 

59 R 6 is 2-methylpropyl); 

r~n Tier 

61 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

62 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

63 (i) terminally attached to R 1 by -NHC(=0)- and 

64 (ii) substituted with -COOH, 

65 L is C 4 alkyl terminally attached to R 3 by -C(=0)NH-, 

66 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

67 Y 5 is -C(=0)-, 

68 R 5 and R 6 together are 1 ,3-propanediyl); 

69 7578 

70 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

71 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

72 (i) terminally attached to R 1 by -NHC(=0)- and 

73 (ii) substituted with -COOH, 

74 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 
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75 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

76 Y 5 is -C(=0)-, 

77 R 5 is methyl, and 

78 R 6 is hydrogen); 

79 7662 

80 (R 1 is l-(benzenesulfonyl)-2-pyrrolidinyl, 

81 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

82 (i) terminally attached to R 1 by -NHC(=0)- and 

83 (ii) substituted with -COOH, 

84 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

85 R 4 is 4-pSf' -(2-methylphenyl)ureido]benzyl, 

86 Y 5 is-C(=0)-, 

87 R 5 is methyl, 

88 R 6 is 2-methylpropyl); 

89 8221 

90 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-methyl2-pyrrolidinyl, 

91 L' is a hydrocarbon iinker moiety having i carbon chain atom and is 

92 (i) terminally attached to R 1 by -NHC(=0)- and 

93 (ii) substituted with -COOH, 

94 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

95 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

96 Y 5 is -C(=0)-, 

97 R 5 is methyl, 

98 R 6 is 2-methylpropyl); 

99 8308 

100 (R 1 is l-(methanesulfonyl)-octahydroindole, 

101 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 02 (i) terminally attached to R 1 by -NHC(=0)- and 

1 03 (ii) substituted with -COOH, 

1 04 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

105 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 
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106 Y 5 is-C(=OK 

107 R 5 is methyl, 

1 08 R 6 is 2-methylpropyl); 

109 8309 

110 (R l is 1 -(benzenesulfonyl)-octahydroindole, 

111 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

112 (i) terminally attached to R 1 by -NHC(=0)- and 

1 1 3 (ii) substituted with -COOH, 

114 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

115 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl ? 

116 Y 5 is-C(=0)-, 

117 R 5 is methyl, 

118 R 6 is 2-methylpropyl); 

119 8341 

120 (R 1 is l-(benzenesulfonyl)-2-pyrrolidinyl, 

121 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 22 (i) terminally attached to K 1 by -IN HU(=0 )- and 

123 (ii) substituted with -COOH, 

124 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

1 25 R 4 is 4-[N' -(2-methylphenyl)ureido]benzyl, 

126 Y 5 is-C(K))-, 

127 R 5 is methyl, 

1 28 R 6 is 2-methylpropyl); 

129 8342 

130 (R 1 is l-(benzenesulfonyl)-2S-pyrrolidinyl, 

131 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 32 (i) terminally attached to R 1 by -NHC(=0)- and 

1 33 (ii) substituted with -COOH, 

134 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

1 35 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

136 Y 5 is-C(=0)-, 
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137 R 5 is methyl, 

138 R 6 is 2-methylpropyl, wherein the carbon that R 6 connects to has the S configuration); 

139 8343 

140 (R 1 is l-(benzenesulfonyl)-2R-pyrrolidinyl, 

141 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

142 (i) terminally attached to R 1 by -NHC(=0)- and 

143 (ii) substituted with -COOH, 

144 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH- 5 

145 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

146 Y 5 is-C(=0)-, 

147 R 5 is methyl, 

148 R 6 is 2-methylpropyl, wherein the carbon that R 6 connects to has the S configuration); 

149 8367 

150 (R 1 is l-(benzenesulfonyl)-2S-pyrrolidinyl, 

151 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 52 (i) terminally attached to R 1 by -NHC(=0)- and 

1 53 (ii) substituted with -CUUH, 

1 54 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

1 55 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl ? 

156 Y 5 is-C(=0)-, 

157 R 5 is methyl, 

158 R 6 is 2-methylpropyl, wherein the carbon that R 6 is bound to has the R configuration); 

159 8368 

160 (R 1 is l-(benzenesulfonyl)-2R-pyrrolidinyl, 

161 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

162 (i) terminally attached to R 1 by -NHC(=0)- and 

163 (ii) substituted with -COOH, 

1 64 Lis C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

165 R 4 is 4-[N , -(2-methylphenyl)ureido]benzyl, 

166 Y 5 is -C(=0)-, 
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167 R 5 is methyl, 

1 68 R 6 is 2-methylpropyl, wherein the carbon that R 6 is bound to has the R configuration); 

169 8469 

170 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-pyrrolidinyl, 

171 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 72 (i) terminally attached to R 1 by -NHC(=0)- and 

1 73 (ii) substituted with -COOH, 

1 74 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

175 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

176 Y 5 is-C(=0)-, 

177 R 5 is hydrogen, 

1 78 R 6 is 2-methylpropyl); 

179 8491 

180 (R 1 is l-(benzenesulfonyl)-2-methyl2-pyrrolidinyl, 

181 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 82 (i) terminally attached to R 1 by -NHC(=0)- and 

1 83 (ii) substituted with -COOH, 

1 84 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

1 85 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

186 Y 5 is -C(=0)-, 

187 R 5 is hydrogen, 

1 88 R 6 is 2-methylpropyl); 

189 8554 

190 (R 1 is l-(benzenesulfonyl)-2-pyrrolidinyl, 

191 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 92 (i) terminally attached to R 1 by -NHC(=0)- and 

1 93 (ii) substituted with -COOH, 

1 94 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

195 R 4 is 2-{5-[2-(2-methylphenyl)amino]-lH-benzimidazole}-ethyl, 

196 Y 5 is -C(=0)-, 
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197 R 5 is hydrogen, 

198 R 6 is 2-methylpropyl); 

199 8555 

200 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-piperidinyl, 

201 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

202 (i) terminally attached to R 1 by -NHC(=0)- and 

203 (ii) substituted with -COOH, 

204 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

205 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

206 Y 5 is -C(=0)-, 

207 R 5 is methyl, and 

208 R 6 is 2-methylpropyl); 

209 8571 

210 (R 1 is l-(3,5-dichloro-benzenesulfonyl)azacyclo-2-butyl, 

21 1 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

212 (i) terminally attached to R 1 by -NHC(=0)- and 

213 (ii) substituted with -COOH, 

214 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

215 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

216 Y 5 is-C(=0)-, 

217 R 5 is methyl, and 

218 R 6 is 2-methylpropyl); 

219 8642 

220 (R 1 is l-(benzenesulfonyl)-2-methyl-4-oxa-2-pyrrolidinyl, 

221 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

222 (i) terminally attached to R 1 by -NHC(=0)- and 

223 (ii) substituted with -COOH, 

224 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

225 R 4 is 4-[N' -(2-methylphenyl)ureido]benzyl, 

226 Y 5 is -C(=0)-, 

227 R 5 is methyl, 
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228 R 6 is 2-methylpropyl); 

229 8646 

230 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

231 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

232 (i) terminally attached to R l by -NHC(=0)- and 

233 (ii) substituted with -CH 2 COOH, 

234 L is C 2 alkyl interrupted by -NR c -C(0)- where R c is H, 

235 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

236 Y 5 is -C(=0)-, 

237 R 5 is hydrogen, and 

238 R 6 is 2-methylpropyl); 

239 8685 

240 (R 1 is l-(benzenesulfonyl)-4-(0-benzyl)carbamoyl-2-pyrrolidinyl, 

241 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

242 (i) terminally attached to R 1 by -NHC(=0)- and 

243 (ii) substituted with -COOH, 

244 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

245 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

246 Y 5 is -C(=0)-, 

247 R 5 is methyl, 

248 R 6 is 2-methylpropyl); 

249 8689 

250 (R 1 is l-(benzenesulfonyl)-4-aminopyrrolidine, 

251 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

252 (i) terminally attached to R 1 by -NHC(=0)- and 

253 (ii) substituted with -COOH, 

254 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

255 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

256 Y 5 is -C(=0)-, 

257 R 5 is methyl, 

258 R 6 is 2-methylpropyl); 
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259 8690 

260 (R 1 is l-(benzenesulfonyl)-4-(7-aminoheptamido)-2-pyrrolidinyl, 

261 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

262 (i) terminally attached to R 1 by -NHC(=0)- and 

263 (ii) substituted with -COOH, 

264 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

265 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

266 Y 5 is -C(=0>, 

267 R 5 is methyl, 

268 R 6 is 2-methylpropyl); 

269 8698 

270 (R 1 is l-(benzenesulfonyl)-2-pyrrolidinyl, 

271 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

272 (i) terminally attached to R 1 by -NHC(=0)- and 

273 (ii) substituted with -COOH, 

274 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

275 is 4-[N-(2-methyiphenyi)ureido]benzyi, 

276 Y 5 is -C(=0)-, 

277 R 5 is methyl, 

278 R 6 is 2-carboxylatoethyl); 

279 8749 

280 (R 1 is 1 -(benzenesulfonyl)-4S-(7-amino-(PEG 20K SPA conjugate)-heptamido)-pyrrolidine, 

281 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

282 (i) terminally attached to R 1 by -NHC(O)- and 

283 (ii) substituted with -COOH, 

284 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

285 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

286 Y 5 is -C(=0)-, 

287 R 5 is methyl, 

288 R 6 is 2-methylpropyl); 

289 8758 
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290 (R 1 is 1 -(benzenesulfonyl)-4R-amino-(PEG 20K SPA conjugate)-2-pyrrolidinyl, 

291 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

292 (i) terminally attached to R 1 by -NHC(=0)- and 

293 (ii) substituted with -COOH, 

294 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

295 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

296 Y 5 is -C(=0)-, 

297 R 5 is methyl, 

298 R 6 is 2-methylpropyl); 

299 8796 

300 (R 1 is l-(benzenesulfonyl)-4-(2-(4-hydroxyphenyl)acetamido)-2-pyrrolidinyl, 

301 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

302 (i) terminally attached to R 1 by -NHC(=0)- and 

303 (ii) substituted with -COOH, 

304 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

305 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

306 Y 5 is -C(=0>, 

307 R 5 is methyl, 

308 R 6 is 2-methylpropyl); 

309 8797 

310 (R 1 is l-(benzenesulfonyl)-4-(3-(4-hydroxyphenyl)propionamido)-2-pyrrolidinyl, 

31 1 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

312 (i) terminally attached to R 1 by -NHC(=0)- and 

31 3 (ii) substituted with -COOH, 

314 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

315 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

316 Y 5 is -C(=0)-, 

317 R 5 is methyl, 

318 R 6 is 2-methylpropyl); 

319 8809 
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320 (R 1 is 1 -(benzenesulfonyl)-4S-amino-(PEG 20K SPA conjugate)-2-pyrrolidinyl, 

321 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

322 (i) terminally attached to R 1 by -NHC(=0)- and 

323 (ii) substituted with -COOH, 

324 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

325 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

326 Y 5 is -C(=0)-, 

327 R 5 is methyl, 

328 R 6 is 2-methylpropyl); 

329 9120 

330 (R 1 is l-((4-styryl)benzenesulfonyl)-2-pyrrolidinyl, 

331 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

332 (i) terminally attached to R 1 by -NHC(=0)- and 

333 (ii) substituted with -COOH, 

334 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

335 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

336 Y 5 is -C(=0)-, 

337 R 5 is methyl, 

338 R 6 is 2-methylpropyl); 

339 9169 

340 (R 1 is l-(4-(2,3-dihydroisoindol-l-one)benzenesulfonyl)-2-pyrrolidinyl, 

341 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

342 (i) terminally attached to R 1 by -NHC(=0)- and 

343 (ii) substituted with -COOH, 

344 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

345 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

346 Y 5 is -C(=0>, 

347 R 5 is methyl, 

348 R 6 is 2-methylpropyl); 

349 9171 
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350 (R 1 is l-((4-acetylbenzene)sulfonyl)-2-pyrrolidinyl J 

351 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

352 (i) terminally attached to R 1 by -NHC(=0)- and 

353 (ii) substituted with -COOH, 

354 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH- 5 

355 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

356 Y 5 is-C(0)-, 

357 R 5 is methyl, 

358 R 6 is 2-methylpropyl); 

359 9182 

360 (R 1 is l-((4-vinylbenzene)sulfonyl)-2-pyrrolidinyl, 

361 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

362 (i) terminally attached to R 1 by -NHC(=0)- and 

363 (ii) substituted with -COOH, 

364 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

365 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

366 Y 5 1S-C(=U>, 

367 R 5 is methyl, 

368 R 6 is 2-methylpropyl); 

369 9227 

370 (R 1 is 1 -(benzenesulfonyl)-4-(7-amino-(PEG 30K SPA conjugate)-heptamido)-2- 

371 pyrrolidinyl, 

372 L f is a hydrocarbon linker moiety having 1 carbon chain atom and is 

373 (i) terminally attached to R 1 by -NHC(=0)- and 

374 (ii) substituted with -COOH, 

375 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

376 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

377 Y 5 is -C(=0)-, 

378 R 5 is methyl, 

379 R 6 is 2-methylpropyl); 

380 9264 
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381 (R 1 is methane- 1 -(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

382 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

383 (i) terminally attached to R 1 by -NHC(=0)- and 

384 (ii) substituted with -COOH, 

385 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

386 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

387 Y 5 is-C(=0)-, 

388 R 5 is methyl, 

389 R 6 is 2-methylpropyl); 

390 9271 

391 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-methyl-2-pyrrolidinyl, 

392 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

393 (i) terminally attached to R 1 by -C(=0)- and 

394 (ii) substituted with -COOH, 

395 L is 1 ,4-piperidinediyl terminally attached to R 3 by -C(=0>, 

396 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

397 Y 5 is -C(=0)-, 

398 R 5 is hydrogen, and 

399 R 6 is 2-methylpropyl); 

400 9315 

401 (R 1 is l-(benzenesulfonyl)-4-(7-amino-(PEG 50K SPA conjugate)-heptamido)-2- 

402 pyrrolidinyl, 

403 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

404 (i) terminally attached to R 1 by -C(=0)- and 

405 (ii) substituted with -COOH, 

406 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

407 R 4 is 4-[N' -(2-methylphenyl)ureido]benzyl, 

408 Y 5 is -C(=0)-, 

409 R 5 is methyl, 

410 R 6 is 2-methylpropyl); 

411 9418 
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412 (R 1 is l-(benzenesulfonyl)-4-(7-amino-(PEG 20K SPA conjugate)-heptamido)-2- 

413 pyrrolidinyl, 

414 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

41 5 (i) terminally attached to R l by -C(=0)- and 

41 6 (ii) substituted with -COOH, 

417 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

418 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

419 Y 5 is-C(=0)-, 

420 R 5 is methyl, 

421 R 6 is 2-methylpropyl); 

422 9621 

423 (R 1 is l-(benzenesulfonyl)-2-pyrrolidinyl, 

424 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

425 (i) terminally attached to R 1 by -C(=0)- and 

426 (ii) substituted with -COOH, 

427 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

428 K 4 is 4-(2-(indol-3-yl)-acetamido j-i-methoxybenzyi, 

429 Y 5 is -C(=0)-, 

430 R 5 is hydrogen, 

431 R 6 is 2-methylpropyl); 

432 7083 

433 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

434 V is a hydrocarbon linker moiety having 1 carbon chain atom and is 

435 (i) terminally attached to R 1 by -NHC(=0)- and 

436 (ii) substituted with -COOH, 

437 L is N-[2-(pyrrolidine-2-yl)ethyl]-methanesulfonylaminomethyl, terminally attached to R 3 by 

438 -C(=0)- at the 1 -position of the pyrrolidine ring, 

439 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

440 7200 

441 (R 1 is l-(benzenesulfonyl)-5-oxo-2-pyrrolidinyl, 

442 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 
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443 (i) terminally attached to R 1 by -NHC(=0)- and 

444 (ii) substituted with -COOH, 

445 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

446 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl ? 

447 Y 5 is-C(=0)-, 

448 R 5 is methyl, 

449 R 6 is 2-methylpropyl); 

450 7328 

451 (R 1 is l-methanesulfonyl-2-pyrrolidinyl, 

452 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

453 (i) terminally attached to R 1 by -NHC(O)- and 

454 (ii) substituted with -COOH, 

455 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

456 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

457 Y 5 is-C(K))-, 

458 R 5 is methyl, and 

459 R° is 2-methylpropyl); 

460 7399 

461 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

462 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

463 (i) terminally attached to R 1 by -NHC(=0)- and 

464 (ii) substituted with -COOH, 

465 L is C 2 alkyl terminally attached to R3 by -C(=0)NH-, 

466 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

467 Y 5 is -C(=0)- 5 

468 R 5 is hydrogen, and 

469 R 6 is hydrogen); 

470 7788 

471 (R l is l-benzenesulfonyl-2-pyrrolidinyl, 

472 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

473 (i) terminally attached to R 1 by -NHC(=0)- and 
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474 (ii) substituted with -COOH, 

475 L is Ci alkyl terminally attached to -O-(o-phenyl)- terminally attached to R by -C(=0)NH-, 

476 R 3 is 4-[N , -(2-methylphenyl)ureido]benzyl); 

477 7855 

478 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

479 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

480 (i) terminally attached to R 1 by -NHC(=0> and 

481 (ii) substituted with -CH 2 COOH, 

482 L is C 4 alkyl terminally attached to R 3 by -C(=0)NH-, 

483 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

484 8205 

485 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

486 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

487 (i) terminally attached to R 1 by -NHC(=0)- and 

488 (ii) substituted with -COOH, 

489 L is C 5 alkyl terminally attached to R 3 by -C(=0)NH-, 

490 R 3 is 4-pN : -(2-methyiphenyi)ureido]benzyi); 

491 8290 

492 (R 1 is l-(furan-2-ylmethyl)-5-oxopyrrolidin-2S-yl, 

493 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

494 (i) terminally attached to R 1 by -NHC(=0)- and 

495 (ii) substituted with -COOH, 

496 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

497 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

498 Y 5 is -C(-O)-, 

499 R 5 is methyl, and 

500 R 6 is 2-methylpropyl); 

501 8291 

502 (R 1 is l-(furan-2-ylmethyl)-5-oxopyrrolidin-2R-yl, 

503 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

504 (i) terminally attached to R 1 by -NHC(=0)- and 
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505 (ii) substituted with -COOH, 

506 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

507 R 4 is 4-[N , -(2-methylphenyl)ureido]benzyl, 

508 Y 5 is-C(=0)-, 

509 R 5 is methyl, and 

510 R 6 is 2-methylpropyl); 

511 8294 

512 (R 1 is l-(thiophene-2-ylmethyl)-5-oxopyrrolidin-2S-yl, 

513 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

514 (i) terminally attached to R 1 by -NHC(=0)- and 

51 5 (ii) substituted with -COOH, 

516 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

517 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl 5 

518 Y 5 is-C(=0)-, 

519 R 5 is methyl, and 

520 R 6 is 2-methylpropyl); 

521 8295 

522 (R 1 is l-(thiophene-2-ylmethyl)-5-oxopyrrolidin-2R-yl, 

523 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

524 (i) terminally attached to R 1 by -NHC(O)- and 

525 (ii) substituted with -COOH, 

526 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

527 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

528 Y 5 is -C(=0)-, 

529 R 5 is methyl, and 

530 R 6 is 2-methylpropyl); 

531 8304 

532 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

533 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

534 (i) terminally attached to R 1 by -NHC(=0)- and 

535 (ii) substituted with -COOH, 
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536 L is p-tolyl terminally attached to R 3 by -C(=0)NH-, 

537 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

538 8557 

539 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

540 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

541 (i) terminally attached to R 1 by -NHC(=0)- and 

542 (ii) substituted with -COOH, 

543 L is p-tolyl terminally attached to R 3 by -C(=0)NH-, 

544 R 3 is ethyl-2-(4-[N'-(2-methylphenyl)ureido]phenyl)); 

545 8582 

546 (R 1 is l-(benzenesulfonyl)-5-phenyl-2-pyrrolidinyl, 

547 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

548 (i) terminally attached to R 1 by -NHC(=0)- and 

549 (ii) substituted with -COOH, 

550 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

551 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

552 Y 5 is-(J(=U)-, 

553 R 5 is methyl, 

554 R 6 is 2-methylpropyl); 

555 8583 

556 (R 1 is l-methanesulfonyl-5-phenyl-2-pyrrolidinyl, 

557 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

558 (i) terminally attached to R 1 by -NHC(=0)- and 

559 (ii) substituted with -COOH, 

560 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

561 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

562 Y 5 is -C(=0)-, 

563 R 5 is methyl, and 

564 R 6 is 2-methylpropyl); 
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565 8585 

566 (R 1 is l-((3,5-dichloro)benzenesulfonyl)-2-pyrrolidinyl 5 

567 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

568 (i) terminally attached to R 1 by -NHC(=0)- and 

569 (ii) substituted with -COOH, 

570 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

571 R 4 is 4-(2-(indol-3-yl)-acetamido)-3-methoxybenzyl 5 

572 Y 5 is-C(=0)-, 

573 R 5 is hydrogen, 

574 R 6 is 2-methylpropyl); 

575 8586 

576 (R 1 is (benzenesulfonyl)cyclohexylaminomethyl, 

577 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

578 (i) terminally attached to R 1 by -NHC(=0)- and 

579 (ii) substituted with -COOH, 

580 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

581 R 4 is 4-[N'-(2-methylphenyl)ureidoJ benzyl, 

582 Y 5 is -C(=0)-, 

583 R 5 is methyl, and 

584 R 6 is 2-methylpropyl); 

585 8606 

586 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

587 L f is a hydrocarbon linker moiety having 1 carbon chain atom and is 

588 (i) terminally attached to R 1 by -NHC(=0> and 

589 (ii) substituted with -COOH, 

590 L is 4-[(pyrrolidine- 1 -carbonyl)-amino]phenylmethyl terminally attached to R 3 by 

591 -C(=0)NH- at the 3 -position of the pyrrolidine ring, 

592 R 3 is benzyl); 

593 8607 

594 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

595 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 
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596 (i) terminally attached to R 1 by -NHC(=0)- and 

597 (ii) substituted with -COOH, 

598 L is 4- [(pyrrolidine- l-carbonyl)-amino]phenylmethyl terminally attached to R by 

599 -C(=0)NH- at the 3 -position of the pyrrolidine ring, 

600 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

601 8628 

602 (R 1 is l-benzenesulfonyl-3-piperidinyl, 

603 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

604 (i) terminally attached to R 1 by -NHC(=0)- and 

605 (ii) substituted with -COOH, 



606 L is C 2 alkyl terminally attached to R J by -C(=0)NH-, 

607 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

608 Y 5 is-C(=0)-, 

609 R 5 is methyl, and 

610 R 6 is 2-methylpropyl); 

611 8674 

612 (R 1 is l-benzenesulfonyl-4-piperidinyl, 

613 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

614 (i) terminally attached to R 1 by -NHC(=0)- and 

61 5 (ii) substituted with -COOH, 

616 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

617 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

618 Y 5 is-C(=0)-, 

619 R 5 is methyl, and 

620 R 6 is 2-methylpropyl); 

621 8684 

622 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

623 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

624 (i) terminally attached to R 1 by -NHC(=0)- and 

625 (ii) substituted with -COOH, 

626 L is p-xylyl terminally attached to R 3 by -C(=0)NH-, 
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627 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

628 8723 

629 (R 1 is l-(benzenesulfonyl)-4-(7-aminoheptamido)-2-pyrrolidinyl, 

630 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

631 (i) terminally attached to R 1 by -NHC(=0> and 

632 (ii) substituted with -COOH, 

633 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

634 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

635 Y 5 is-C(=0)-, 

636 R 5 is methyl, 

637 R 6 is 2-methylpropyl); 

638 8746 

639 (R 1 is l-(benzenesulfonyl)-4-amino-2-pyrrolidinyl, 

640 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

641 (i) terminally attached to R 1 by -NHC(=0)- and 

642 (ii) substituted with -COOH, 

643 L is <J 2 alkyi terminally attached to R 2 by -C(=u)NH-, 

644 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

645 Y 5 is -C(=0)-, 

646 R 5 is methyl, 

647 R 6 is 2-methylpropyl); 

648 8929 

649 (R 1 is 2,6-dichlorophenyl, 

650 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

651 (i) terminally attached to R 1 by -NHC(=0)- and 

652 (ii) substituted with -COOH, 

653 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

654 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

655 Y 5 is-C(=0)-, 

656 R 5 is methyl, and 

657 R 6 is 2-methylpropyl); 
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658 9273 

659 (R 1 is 2,6-dichlorophenyl, 

660 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

661 (i) terminally attached to R 1 by -C(=0)- and 

662 (ii) substituted with -COOH, 

663 L is 1 ,4-piperidinediyl terminally attached to R 3 by -C(=0)-, 

664 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

665 Y 5 is -C(=0)-, 

666 R 5 is hydrogen, and 

667 R 6 is 2-methylpropyl); 

668 or 9275 

669 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-methyl-2-pyrrolidinyl, 

670 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

671 (i) terminally attached to R 1 by -C(=0)- and 

672 (ii) substituted with -COOH, 

673 L is 4-methylpiperidine- 1 -yl terminally attached to R 3 by -C(=0)-, 
e/4 R 4 is 4-pY-(2-methyiphenyi)ureidojbenzyi, 

675 Y 5 is -C(=0>, 

676 R 5 is hydrogen, and 

677 R is 2-methylpropyl). 

1 65. The method of claim 63, wherein said compound is compound no. 

2 6696 

3 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

4 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

5 (i) terminally attached to R 1 by -NHC(=0)- and 

6 (ii) substituted with -COOH, 

7 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

8 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

9 Y 5 is -C(=0)-, 

10 R 5 and R 6 together are 1 ,3-propanediyl); 
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11 6697 

12 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

13 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 4 (i) terminally attached to R 1 by -NHC(=0)- and 

1 5 (ii) substituted with -COOH, 

16 L is Ci alkyl terminally attached to R 3 by -C(=0)NH-, 

17 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

18 Y 5 is-C(=0)-, 

19 R 5 and R 6 together are 1 ,3-propanediyl); 

20 7256 

21 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

22 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

23 (i) terminally attached to R 1 by -NHC(=0)- and 

24 (ii) substituted with -COOH, 

25 L is C 4 alkyl terminally attached to R 3 by -C(=0)NH-, 

26 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 
it Y 5 is -C(=0)-, 

28 R 5 and R 6 together are 1 ,3-propanediyl); 

29 7578 

30 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

31 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

32 (i) terminally attached to R 1 by -NHC(=0)- and 

33 (ii) substituted with -COOH, 

34 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

35 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

36 Y 5 is -C(=0)-, 

37 R 5 is methyl, and 

38 R 6 is hydrogen); 

39 8555 

40 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-piperidinyl, 

41 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 
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42 (i) terminally attached to R 1 by -NHC(=0)- and 

43 (ii) substituted with -COOH, 

44 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

45 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

46 Y 5 is -C(=0>, 

47 R 5 is methyl, and 

48 R 6 is 2-methylpropyl); 

49 8571 

50 (R 1 is l-(3,5-dichloro-benzenesulfonyl)azacyclo-2-butyl, 

51 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

52 (i) terminally attached to R 1 by -NHC(=0)- and 

53 (ii) substituted with -COOH, 

54 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

55 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

56 Y 5 is -C(=0)-, 

57 R 5 is methyl, and 

58 R* is 2-meihyipropyi); 

59 8646 

60 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

61 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

62 (i) terminally attached to R 1 by -NHC(=0> and 

63 (ii) substituted with -CH 2 COOH, 

64 L is C 2 alkyl interrupted by -NR°-C(0)- where R e is H, 

65 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

66 Y 5 is -C(=0)-, 

67 R 5 is hydrogen, and 

68 R is 2-methylpropyl); 

69 9271 

70 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-methyl-2-pyrrolidinyl, 

71 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

72 (i) terminally attached to R 1 by -C(=0)- and 
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73 (ii) substituted with -COOH, 

74 L is 1 ,4-piperidinediyl terminally attached to R 3 by -C(=0)-, 

75 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

76 Y 5 is -C(=0)-, 

77 R 5 is hydrogen, and 

78 R 6 is 2-methylpropyl); 

79 7083 

80 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

81 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 



82 (i) terminally attached to R 1 by -NHC(=0)- and 

83 (ii) substituted with -COOH, 

84 L is N-[2-(pyrrolidine-2-yl)ethyl]-methanesulfonylaminomethyl, terminally attached to R3 

85 by -C(=0> at the 1 -position of the pyrrolidine ring, 

86 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

87 7328 

88 (R 1 is l-methanesulfonyl-2-pyrrolidinyl, 

89 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

90 (i) terminally attached to R 1 by -NHC(=0)- and 

91 (ii) substituted with -COOH, 



92 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

93 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

94 Y 5 is-C(=0)-, 

95 R 5 is methyl, and 

96 R 6 is 2-methylpropyl); 

97 7399 

98 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

99 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

100 (i) terminally attached to R 1 by -NHC(=0)- and 

101 (ii) substituted with -COOH, 

102 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

103 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 
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104 Y is -C(=0)-, 

105 R 5 is hydrogen, and 

106 R 6 is hydrogen); 

107 7788 

108 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

109 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 



110 (i) terminally attached to R 1 by -NHC(=0)- and 

1 1 1 (ii) substituted with -COOH, 

112 L is C2 alkyl terminally attached to -O-(o-phenyl)- terminally attached to R by -C(=0)NH-, 

113 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

114 7855 

115 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

116 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

117 (i) terminally attached to R 1 by -NHC(=0> and 

1 1 8 (ii) substituted with -CH 2 COOH, 

119 L is C 4 alkyl terminally attached to R 3 by -C(=0)NH-, 

120 R 3 is 4-jjN : -(2-methyiphenyi)ureidojbenzyi); 

121 8205 

122 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-pyrrolidinyl, 

123 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 24 (i) terminally attached to R 1 by -NHC(=0)- and 

125 (ii) substituted with -COOH, 

1 26 L is C 5 alkyl terminally attached to R 3 by -C(=0)NH-, 

127 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

128 8290 

129 (R 1 is l-(furan-2-ylmethyl)-5-oxopyrrolidin-2S-yl, 

130 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 31 (i) terminally attached to R 1 by -NHC(=0)- and 

1 32 (ii) substituted with -COOH, 

1 33 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

134 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 
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135 Y 5 is-C(=0)-, 

136 R 5 is methyl, and 

1 37 R 6 is 2-methylpropyl); 

138 8291 

139 (R 1 is l-(fiiran-2-ylmethyl)-5-oxopyrrolidin-2R-yl, 

140 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

141 (i) terminally attached to R 1 by -NHC(=0)- and 

142 (ii) substituted with -COOH, 

143 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

144 R 4 is 4-[N , -(2-methylphenyl)ureido]benzyl, 

145 Y 5 is -C(=0)- 5 

146 R 5 is methyl, and 

147 R 6 is 2-methylpropyl); 

148 8294 

149 (R 1 is l-(thiophene-2-ylmethyl)-5-oxopyrrolidin-2S-yl, 

150 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 51 (l) terminally attached to R ! by -NHC(=0)- and 

1 52 (ii) substituted with -COOH, 

153 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

1 54 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

155 Y 5 is-C(=0)-, 

156 R 5 is methyl, and 

1 57 R 6 is 2-methylpropyl); 

158 8295 

159 (R 1 is l-(thiophene-2-ylmethyl)-5-oxopyrrolidin-2R-yl, 

160 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

161 (i) terminally attached to R 1 by -NHC(=0> and 

162 (ii) substituted with -COOH, 

163 Lis C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

1 64 R 4 is 4-[N -(2-methylphenyl)ureido]benzyl, 

165 Y 5 is-C(=0)-, 

190 



Docket No.: 14406-006002/A079 US CON 



166 R 5 is methyl, and 

167 R 6 is 2-methylpropyl); 

168 8304 

169 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

170 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

171 (i) terminally attached to R 1 by -NHC(=0)- and 

1 72 (ii) substituted with -COOH, 

1 73 L is p-tolyl terminally attached to R 3 by -C(=0)NH-, 

174 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

175 8557 

176 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

177 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 78 (i) terminally attached to R 1 by -NHC(=0)- and 

1 79 (ii) substituted with -COOH, 

1 80 L is p-tolyl terminally attached to R 3 by -C(=0)NH-, 

181 R 3 is ethyl-2-(4-[N'-(2-methylphenyl)ureido]phenyl)); 

182 8583 

183 (R 1 is l-methanesulfonyl-5-phenyl-2-pyrrolidinyl, 

184 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 85 (i) terminally attached to R 1 by -NHC(=0)- and 

1 86 (ii) substituted with -COOH, 

1 87 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

188 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

189 Y 5 is -C(=0)-, 

190 R 5 is methyl, and 

191 R 6 is 2-methylpropyl); 

192 8586 

193 (R 1 is (benzenesulfonyl)cyclohexylaminomethyl, 

194 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

1 95 (i) terminally attached to R 1 by -NHC(=0)- and 

1 96 (ii) substituted with -COOH, 
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197 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

1 98 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl 5 

199 Y 5 is-C(=0)-, 

200 R 5 is methyl, and 

201 R 6 is 2-methylpropyl); 

202 8606 

203 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

204 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 



205 (i) terminally attached to R 1 by -NHC(=0)- and 

206 (ii) substituted with -COOH, 

207 L is 4-[(pyrrolidine- 1 -carbonyl)-amino]phenylmethyl terminally attached to R 3 by 

208 -C(=0)NH- at the 3 -position of the pyrrolidine ring, 

209 R 3 is benzyl); 

210 8607 

211 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

212 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 
iV6 (i) terminaiiy attached to R 1 by -NHC(=0)- and 

214 (ii) substituted with -COOH, 

215 L is 4- [(pyrrolidine- l-carbonyl)-amino]phenylmethyl terminally attached to R 3 by 

21 6 -C(=0)NH- at the 3-position of the pyrrolidine ring, 

217 R 3 is 4-[N'-(2-methylphenyl)ureido]benzyl); 

218 8628 

219 (R 1 is l-benzenesulfonyl-3-piperidinyl, 

220 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

221 (i) terminally attached to R 1 by -NHC(O)- and 

222 (ii) substituted with -COOH, 



223 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

224 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

225 Y 5 is -C(=0)-, 

226 R 5 is methyl, and 

227 R 6 is 2-methylpropyl); 
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228 8674 

229 (R 1 is l-benzenesulfonyl-4-piperidinyl, 

230 L r is a hydrocarbon linker moiety having 1 carbon chain atom and is 

231 (i) terminally attached to R 1 by -NHC(=0)- and 

232 (ii) substituted with -COOH, 

233 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH-, 

234 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

235 Y 5 is-C(K))-, 

236 R 5 is methyl, and 

237 R 6 is 2-methylpropyl); 

238 8684 

239 (R 1 is l-benzenesulfonyl-2-pyrrolidinyl, 

240 U is a hydrocarbon linker moiety having 1 carbon chain atom and is 

241 (i) terminally attached to R 1 by -NHC(=0)- and 

242 (ii) substituted with -COOH, 

243 L is p-xylyl terminally attached to R 3 by -C(=0)NH-, 

244 R 3 is 4-|N '-('i-methylphenyljureido] benzyl); 

245 8929 

246 (R 1 is 2,6-dichlorophenyl, 

247 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

248 (i) terminally attached to R 1 by -NHC(=0> and 

249 (ii) substituted with -COOH, 

250 L is C 2 alkyl terminally attached to R 3 by -C(=0)NH- 5 

251 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

252 Y 5 is -C(=0)-, 

253 R 5 is methyl, and 

254 R 6 is 2-methylpropyl); 

255 9273 

256 (R 1 is 2,6-dichlorophenyl, 

257 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

258 (i) terminally attached to R 1 by -C(=0)- and 
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259 (ii) substituted with -COOH, 

260 L is 1 ,4-piperidinediyl terminally attached to R 3 by -C(=0)-, 

261 R 4 is 4-[N'-(2-methylphenyl)ureido]benzyl, 

262 Y 5 is -C(=0)-, 

263 R 5 is hydrogen, and 

264 R 6 is 2-methylpropyl); or 

265 9275 

266 (R 1 is l-(3,5-dichloro-benzenesulfonyl)-2-methyl-2-pyrrolidinyl, 

267 L' is a hydrocarbon linker moiety having 1 carbon chain atom and is 

268 (i) terminally attached to R 1 by -C(=0)- and 

269 (ii) substituted with -COOH, 

270 L is 4-methylpiperidine- 1 -yl terminally attached to R by -C(=0)-, 

271 R 4 is 4-[N , -(2-methylphenyl)ureido]benzyl 5 

272 Y 5 is -C(-O)-, 

273 R 5 is hydrogen, and 

274 R 6 is 2-methylpropyl). 

1 66. A compound of the formula: 



2 R 3 — L — L' — R 1 

3 wherein 

4 R 1 is Cy, Cy-Ci-io alkyl, Cy-Ci-io alkenyl, or Cy-Cuo alkynyl; 

5 L' is a hydrocarbon linker moiety having 1 -5 carbon chain atoms and is 

6 (i) optionally terminally attached to -NR c -C(0>; and 

7 (ii) optionally substituted with one or more substituents independently selected from R ; 

8 L is a hydrocarbon linker moiety having 1 -4 carbon chain atoms and is 

9 (i) optionally terminally attached to-C(0)-NR c -; and 

10 (ii) optionally substituted with one or more substituents independently 

1 1 selected from R b ; and 

12 R 3 is a moiety of the following formula: 
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R 5 



13 




14 wherein: 

15 Y 5 is-CO-; 

16 each of R 4 and R 6 , independently, is alkyl or aralkyl; and 

17 R 5 is hydrogen or aryl; 

18 each of said Cy is heterocyclyl, or heteroaryl; 

19 each of said alkyl is optionally substituted with one to four substituents independently 

20 selected from R a ; and 

21 each of said heterocyclyl, or heteroaryl is optionally substituted with one to four 

22 substituents independently selected from R b ; 



23 


K IS 




24 


i) 


Cy, 


r\ r* 
CO 






26 


3) 


-N0 2 , 


27 


4) 


-halogen, 


28 


5) 


-S(0) m R c , 


29 


6) 


-SR C , 


30 


7) 


-S(0) 2 OR c , 


31 


8) 


-S(0) 2 NR c R d , 


32 


9) 


-NR c R d , 


33 


10) 


-0(CR e R f ) n NR c R d , 


34 


11) 


-C(0)R d , 


35 


12) 


-C0 2 R c , 


36 


13) 


-P(0)(OR c )(OR d ), 


37 


14) 


-P(0)(R°)(OR d ), 


38 


15) 


-S(0) m OR c , 


39 


16) 


-C(0)NR c R j , 


40 


17) 


-C0 2 (CR e R f ) n CONR c R d , 
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41 18) -OC(0)R c , 

42 19) -CN, 

43 20) -NR c C(0)R d , 

44 21) -OC(0)NR c R d , 

45 22) -NR c C(0)OR d , 

46 23) -NR c C(0)NR d R e , 

47 24) -CR c (NOR d ), 

48 25) -CF 3 , 

49 26) -OCF 3s or 

50 27) oxo 

51 wherein Cy is optionally substituted with one to four substituents independently 

52 selected from R b , 

53 R b is 

54 1) a group selected from R a , 

55 2) C M oalkyl s 

56 3) C 2 -ioalkenyl 5 

57 4) C 2 -io alkynyl, 

58 5) aryl-Ci-ioalkyl, or 

59 6) heteroaryl-Ci-ioalkyl, 

60 wherein each of alkyl, alkenyl, alkynyl, aryl, and heteroaryl is optionally substituted 

61 with a group independently selected from R g 

62 each of R c , R d 5 R e , and R f , independently, is 

63 1) H, 

64 2) Cuo alkyl, 

65 3) CMoalkenyl, 

66 4) Cmo alkynyl, 

67 5) Cy, or 

68 6) Cy-Ci-io alkyl; 

69 wherein each of alkyl, alkenyl, alkynyl and Cy is optionally substituted with one to 

70 four substituents independently selected from R g ; 

71 R 8 is 
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70 
f e. 


n 
U 


naiogen, 


l o 


z ; 


atni tin 
dllllllU, 


7A 






75 


4) 




7ft 


J) 


-r[Kj)[Kjn)2, 


77 






7ft 


f ) 




7Q 

/y 






ou 


y) 


-p/rwn r, . qIVvIvp, , aii™n 

r l u Jl u '^l-4 a N\yiAM-4 aiKyij, 


0 I 






OZ 




rn Kir. 


00 


11) 


-V^w-lNll^]4 dlKyi ), 


84 


u ; 


-CO-NCCt^alkvno 


ft*? 

00 




alKyi, 


Aft 
OD 


1 ^ 
ID) 


I i j Clll/T\VXf 

alKOXy, 


0/ 


10) 


aryl, 


66 




aiyi-^M aiKuxy, 


89 


18) 


hydroxy, 


on 

yu 


1 0\ 

W) 


Ur3, OF 


CM 

yi 


L\)) 


aryioxy, ana 


yz 




is 


yo 


n 
u 




y4 


9"l 


Ci-ioaiKyi, 


yo 


X\ 

V 


l.2-10 aiKenyi, 


yo 


A\ 


C2-io aiKynyi, 


07 

y ( 


J) 


cyano, 


yo 




aryl, 


99 


7) 


aryl-Ci-ioalkyl, 


100 


8) 


heteroaryl, 


101 


9) 


heteroaryl-C 1 .i 0 alkyl 5 or 


102 


10) 


-S0 2 R k , 
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103 where R k is C M0 alkyl, C 2 -io alkenyl, C 2 -io alkynyl, and aryl; 

104 R° and R d taken together with the atoms to which they are attached optionally 

105 form a heterocyclic ring of 5 to 7 members, said ring containing 0-2 additional heteroatoms 

106 independently selected from O, N and S; 

107 R e and R f taken together with the atoms to which they are attached optionally form a 

108 ring of 5 to 7 members, said ring containing 0-2 additional heteroatoms independently 

109 selected from O, S and N; 

110 mis 0,1, or 2; 

111 n is an integer from 1 to 1 0; 

1 12 provided that when L is saturated and has 1 -4 carbon chain atoms, 

113 (i) L must contain a heteroatom selected from O, S, and N; or 

1 1 4 (ii) R 3 must contain the moiety o-methylphenyl-ureido-phenyl-CH 2 -; or 

1 1 5 (iii) R 1 must contain only one Cy group; 

1 1 6 (iv) when L is terminally attached to R 3 by -C(=0)NH-, R 1 is not optionally 

1 1 7 substituted pyrrolidinyl substituted with a -S0 2 -optionally substituted phenyl group; 



118 or a pharmaceutically acceptable salt thereof. 

1 67. The compound of claim 66, wherein R 1 is Z ! -L a -Z 2 -, in which Z 1 is aryl or aryl-C M0 

2 alkyl; L a is -S(0) m -; m being 2; and Z 2 is heterocyclyl, heterocyclyl-C M0 alkyl, heteroaryl, or 

3 heteroaryl-Ci-io alkyl. 

1 68. The compound of claim 67, wherein Z 1 is aryl, and Z 2 is heterocyclyl. 

1 69. The compound of claim 68, wherein Z 1 is optionally substituted phenyl and Z 2 is 

2 optionally substituted pyrrolidinyl. 

1 70. The compound of claim 69, wherein Z 1 is phenyl optionally substituted with Cy, -CO-R d , 

2 halogen, oxo, aryl-substituted alkenyl. 
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1 71 . The compound of claim 66, wherein R 1 is 



2 




3 R 14 is Cy, Cy-Cj.io alkyl, Cy-C 2 -io alkenyl, or Cy-C 2 -io alkynyl, 

4 R 15 is 

5 1) H, 

6 2) Clio alkyl, 

7 3) C2-10 alkenyl, 

8 4) C2-10 alkynyl, 

9 5) aryl, 

10 6) aryl-Ci.10 alkyl, 

1 1 7) heteroaryl, or 

12 8) heteroaryl-C mo alkyl, 

1 3 each of R 16 , R 17 , and R 18 , independently, is 

14 1) H, 

15 2) Ci-10 alkyl, 

16 3) C2-10 alkenyl, 

17 4) C2-10 alkynyl, 

18 5) Cy, 

19 6) Cy-Ci.,0 alkyl, 

20 7) Cy-C 2 -io alkenyl, 

21 8) Cy-C 2 .io alkynyl, or 

22 9) a group selected from R a 

23 wherein Cy is optionally substituted with one to four substituents independently 

24 selected from R b or one of the following groups: 

25 1) -NR c C(0)NR c S0 2 R d , 

26 2) -NR c S(0) m R d , 
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27 3) -OS(0) 2 OR c , or 

28 4) -OP(0)(OR c ) 2 ; 

29 two of R 16 , R 17 , and R 18 , when attached to a common ring atom, together with the 

30 common ring atom form a 5-7 membered saturated or unsaturated monocyclic ring 

1 (\ 1 7 1 51 

31 containing zero to three heteroatoms selected from N, 0, or S; or two of R , R , and R , 

32 when attached to two adjacent ring atoms, together with these two ring atoms form a 5-7 

33 membered saturated or unsaturated monocyclic ring containing zero to three heteroatoms 

34 selected from N, 0, or S; 




35 the ring 1 represents a 3-7 membered saturated or unsaturated heterocyclyl or 

36 heteroaryl wherein 

37 each of Z, A, Bi and B 2 , independently, is 

38 1) a bond, 

39 2) -C-, 

40 3) -C-C-, 

41 4) -C=C-, 

42 5) a heteroatom selected from the group consisting of N, 0, and S, or 

43 6) -S(0) m -; 

44 m having been defined in claim 1 ; 

45 Y 7 is-S(0) 2 -, 

46 wherein each of said alkyl, alkenyl and alkynyl is optionally substituted with one to four 

47 substituents independently selected from R a , and each said Cy is optionally substituted with 

48 one to four substituents independently selected from R b . 



/B 2 
Z 2x A 
I 

1 72. The compound of claim 7 1 , wherein the ring 1 represents pyrrolidine. 
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1 73. The compound of claim 71, wherein each of R 16 , R 17 , and R 18 , independently, is selected 

2 from the group consisting of H, C M0 alkyl, Cy, -OR 0 , -halogen, -S(0) m R c , -NR c R d , - 

3 NR c C(0)R d , -NR c C(0)OR d , -NR c C(0)NR d R e , and oxo; each of R c , R d , R e . 

1 74. The compound of claim 66, wherein L' is terminally attached to -SO2-. 

1 75. The compound of claim 66, wherein L' is 



2 




3 


in which 




4 


Y 1 is -NR c -C(0)-; 


5 


R 2 is 






6 




1) 


H, 


7 




-n 
-/ 


— j-iu — J -j 


8 




3) 


CMoalkenyl, 


9 




4) 


C 2 .ioalkynyl, 


10 




5) 


Cy, 


11 




6) 


Cy-Ci.,0 alkyl, 


12 




7) 


Cy-Ci-ioalkenyl, or 


13 




8) 


Cy-Ci-ioalkynyl; 


14 


Y 2 isi 


1 bond; 





15 Xis-C(0)OR c ; 

16 wherein each of said alkyl, alkenyl and alkynyl is optionally substituted with one to 

17 four substituents independently selected from R a , each of said aryl and heteroaryl is 

18 optionally substituted with one to four substituents independently selected from R b ; and Cy is 

19 a cycloalkyl, heterocyclyl, aryl, or heteroaryl. 

1 76. The compound of claim 75, wherein X is -C(0)OR c where R c is H or C1.5 alkyl. 
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1 77. The compound of claim 75, wherein R 2 is H or Cm alkyl; and each R c is independently 

2 H or C i_5 alkyl. 

1 78. The compound of claim 66, wherein L is 



2 




3 in which 

4 Y 3 is C M alkyl, C 2 -4 alkenyl, or C 2 a alkynyl; and 

5 Y 4 is-C(0)-NR c -, 

6 wherein each of alkyl, alkenyl, and alkynyl is optionally containing one to four 

7 heteroatoms selected from N, 0, S, and -S(0) m -, and each of alkyl, alkenyl and alkynyl is 

8 optionally substituted with one to four substituents independently selected from R a . 

1 79. The compound of claim 78, wherein Y 3 is Cm alkyl and R c is H or Ci_ 5 alkyl. 

1 80. The compound of claim 78, wherein R 1 is Z ! -L a -Z 2 -, 

2 in which 

3 Z 1 is aryl optionally substituted with Cy, -CO-R d , halogen, oxo, or aryl-substituted 

4 alkenyl; 

5 L a is-S0 2 -;and 

6 Z 2 is heterocyclyl, 

1 81. The compound of claim 80, wherein Z 1 is phenyl; L a is -S0 2 -; and Z 2 is pyrrolidine. 

1 82. The compound of claim 8 1 , wherein L' is 




\ 

2 X 

3 in which 
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Y 1 is -NR c -C(0)-; R 2 is H or C1-5 alkyl; Y 2 is a bond and X is -C(0)OR c ; where R c is H or 
C,. 5 alkyl. 

83. The compound of claim 82, wherein L is 




wherein Y 3 is C M alkyl, or C M alkenyl; and Y 4 is -C(0)-NR°- where R c is H or C1.5 alkyl. 

84. The compound of claim 82, wherein Y 3 is Cm alkyl; and Y 4 is -C(0)-NH-. 

85. The compound of claim 82, wherein R 3 is a moiety of the formula: 




in which R is optionally substituted aralkyl. 



86. A compound of the formula: 



R 3 — L— L'— R 1 



wherein 



R 1 is Cy, 



L'i 



is 




X 



in which 
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Q 


n 
U 


-fYffl 


1 u 




-U-v^UJ-, 


11 




-C(U)-U-, 


19 




v^VJ J " IN IV 


11 






14 


°; 


•.NR c -fYfft-lSJB d 

■IN Iv J IN Iv -j 


15 




-NR c -fYfYun. 


1fi 




-vJ-v> v vy j-iNrv -j 


17 






1 A 


1U) 


-o v U)2-JNK 


1Q 

iy 


H ) 


-JNK -^(U)2- 5 


on 


12) 


-JNK -L(JNK )-, 


21 


13) 


-0-, or 






-NR C -' 

-INlv -j 


91 

£.0 


R 2 k 




94 


n 






^\ 


v^MoaiKYi, 


9fi 




1 _ olL»'an\7'l 

L.2-10 alKcnyl, 


27 




w-10 diKynyi, 


28 


5) 


Cy, 


29 


6) 


Cy-Ci.ioalkyl, 


30 


7) 


Cy-Ci.i 0 alkenyl,o 


31 


8) 


Cy-Ci.ioalkynyl; 



32 Y 2 is a bond or -C(R h )(R')-; wherein each of R h and R' is independently selected from the 

33 group consisting of: 



34 


1) 


H, 


35 


2) 


Ci-ioalkyl, 


36 


3) 


C 2 -io alkenyl, 


37 


4) 


C 2 .ioalkynyl, 


38 


5) 


aryl, 


39 


6) 


aryl-Ci.ioalkyl, 
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40 7) heteroaryl, and 

41 8) heteroaryl-C M oalkyl 5 

42 R h and R 1 taken together with the carbon to which they are attached may optionally 

43 form a 3-7 membered ring containing 0-2 heteroatoms selected from N 5 0 and S; 



44 


Xis 




45 


1) 


-C(0)OR c , 


46 


2) 


-P(0)(OR c )(OR d ), 


47 


3) 


-P(0)(R c )(OR d ), 


48 


4) 


-S(0) m OR c , 


49 


5) 


-C(0)NR c R j , or 


50 


6) 


-5-tetrazolyl; 


51 


L is 





52 




53 


in which 




54 


Y 3 is 




55 


U 


a bond, 


56 


2) 


Ci-io alkyl, 


57 


3) 


C2-ioalkenyl, 


58 


4) 


C 2 .ioalkynyl, 


59 


5) 


aryl, 


60 


6) 


aryl-Ci.io alkyl, 


61 


7) 


heteroaryl, or 


62 


8) 


heteroaryl-Ci-io alkyl; and 


63 


Y 4 is 




64 


1) 


a bond, 


65 


2) 


-c(0)- 5 


66 


3) 


-O-C(O)-, 


67 


4) 


-C(0)-0-, 


68 


5) 


-C(0)-NR c -, 


69 


6) 


-NR c -C(0)-, 
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70 


7) 


-NR c -C(0)-NR d -, 


71 


8) 


-NR c -C(0)-0-, 


72 


9) 


-0-C(0)-NR c -, 


73 


10) 


-S(0) m -, 


74 


11) 


-S(0) 2 -NR c -, 


75 


12) 


-NR c -S(0) 2 - 


76 


13) 


-NR -C(NR )-, 


77 


14) 


-0-, or 


78 


15) 


-NR 0 -; 


79 


R 3 isZ 3 . 


-L b -Z 4 -, in which 



80 Z 3 is Cy, Cy-Ci-io alkyl, Cy-Ci-io alkenyl, or Cy-Cuo alkynyl; 

81 L b is -C(0>, -OC(O)-, -C(0)-0-, -C(0)-NR c -, -NR c -C(0)-, -NR c -C(0)-NR d - ? 

82 -NR c -C(0)-0-, -0-C(0)-NR c - 5 -S(0) m -, -S0 2 -NR c -, -NR c -S0 2 -, -0-, -NR c - 5 or a bond; 

83 and 

84 Z 4 is cycloalkyl, cycloalkyl-Ci-io alkyl, cycloalkenyl, cycloalkenyl-Ci-io alkyl, aryl, aryl- 

85 Ci.io alkyl, heterocyclyl, heterocyclyl-Ci-io alkyl, heteroaryl, heteroaryl-C M0 alkyl or a 

86 bond; or 

87 R 3 is a moiety of the following formula: 



R 5 



88 




89 wherein: 

90 Y 5 is selected from the group consisting of -CO-, -0-CO-, -SO2- and -PO2-; 

91 each of R 4 and R 6 , independently, is alkyl, alkenyl, alkynyl, cycloalkyl, aryl- 

92 fused cycloalkyl, cycloalkenyl, aryl, aralkyl, aryl-substituted alkenyl or alkynyl, cycloalkyl- 

93 substituted alkyl, cycloalkenyl-substituted cycloalkyl, biaryl, alkenoxy, alkynoxy, aralkoxy, 

94 aryl-substituted alkenoxy or alkynoxy, alkylamino, alkenylamino or alkynylamino, aryl- 

95 substituted alkylamino, aryl-substituted alkenylamino or alkynylamino, aryloxy, arylamino, 

96 heterocyclyl, heterocyclyl-substituted alkyl, heterocyclyl-substituted amino, carboxyalkyl 

97 substituted aralkyl, oxocarbocyclyl-fused aryl, or an amino acid side chain selected from the 
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98 group consisting of arginine, asparagine, glutamine, S-methyl cysteine, methionine and 

99 corresponding sulfoxide and sulfone derivatives thereof, cyclohexylalanine, leucine, 

100 isoleucine, allo-isoleucine, tert-leucine, norleucine, phenylalanine, phenylglycine, tyrosine, 

101 tryptophan, proline, alanine, ornithine, histidine, glutamine, norvaline, valine, threonine, 

102 serine, beta-cyanoalanine, 2-aminobutyric acid and allothreonine; and 

103 R 5 is hydrogen, aryl, alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, or aryl- 

1 04 substituted alkyl, R 5 and R 6 may be taken together with the atoms to which they are attached 

105 to form a heterocycle of 5 to 7 members; 



A f\C 

106 


K IS 




A f\-f 

107 


1) 


p.. 

Cy, 


4 no 
108 


2) 


-UK , 


109 


3) 


-N0 2 , 


110 


A\ 

V 


-halogen, 


111 


5) 


-S(0) m R , 


112 


6) 


-SR , 


113 


i) 


-S(0) 2 OR , 


i 14 


Q ) 




115 


9) 


-NR R , 


116 


1 A\ 

10) 


-0(CR R ) n NR R , 


117 


ll) 


-C(0)R d , 


118 


12) 


-C0 2 R c , 


119 


13) 


-P(0)(OR c )(OR d ), 


120 


14) 


-P(0)(R c )(OR d ), 


121 


15) 


-S(0) m OR c , 


122 


16) 


-C(0)NR c R j , 


123 


17) 


-C0 2 (CR e R f ) n CONR c R d , 


124 


18) 


-OC(0)R°, 


125 


19) 


-CN, 


126 


20) 


-NR c C(0)R d , 


127 


21) 


-OC(0)NR e R d , 


128 


22) 


-NR c C(0)OR d , 
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129 




-NR c r^OWR d R e 
i^iv v^v/ jiNiv rv , 


130 


24) 


-rR c fNJOR d> l 


131 


25) 




132 


26) 


-OCF 3 ,or 


1 oo 


27) 


0X0 


134 




wherein Cy is optionally substituted with one to four substituents 


135 


independently selected from R b , 


136 


R b is 




137 


1) 


a group selected from R a , 


138 


2) 


Cuoalkyl, 


139 


3) 


C 2 -io alkenyl, 


140 


4) 


C 2 -ioalkynyl, 


141 


5) 


aryl-Ci-ioalkyl, or 


142 


6) 


heteroaryl-Ci.ioalkyl, 


143 




wherein each of alkyl, alkenyl, alkynyl, aryl, and heteroaryl is optionally 


144 


substituted with a group independently selected from R g ; 


A AC 


u .fnC 


r»dne_„ji-*fr i i ,i 

, xv , iv , oiiu iv , inucpcnuciiuy, is 


146 


1) 


H, 


147 


2) 


Ci.ioalkyl, 


4 AO 

148 


3) 


Cmo alkenyl, 


149 


4) 


C 2 .io alkynyl, 


150 


5) 


Cy, or 


151 


6) 


Cy-C,. 10 alkyl; 



wherein each of alkyl, alkenyl, alkynyl and Cy is optionally substituted with 



153 one to four substituents independently selected from R g ; 



154 


R g is 




155 


1) 


halogen, 


156 


2) 


amino, 


157 


3) 


carboxy, 


158 


4) 


-COO-d.4 alkyl, 


159 


5) 


-P(0)(OH) 2 , 
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loU 




-r A^^ 1 X^ - ^ 1 -4 alKyi J? 


101 


7"i 
n 


-r^U)^MaiKyi)2, 


lOZ 




-r^UJ^UnX^M alKyi), 


IDO 




-r\U )^U-L, 1 4 alKyi ){\, i -4 alKyi ), 


4 £ A 

1b4 


1 (W 

iu) 


CA p all™! 

-oU2"^l-4 alKyi, 


IDO 


1 i\ 




TOO 


\i) 


-\^w-l> alKyi J, 


10/ 


1 ^ 


-\^L/-lN^l-4 alKyi ^2? 


loo 


14; 


^14 alKyi, 


ioy 




l^l _4 alKOXy, 


A ~7C\ 

170 


1 a\ 

10) 


aryl, 


A 7-1 

171 


1 7^ 


aryi-UM aiKoxy, 


A 70 

172 


15) 


Hydroxy, 


17o 


1 Q\ 

iy) 


PT? rtt . 
L.r3, or 


4 7>i 
174 


ZU) 


aryioxy, 


A 7C 

175 


K is 




-1 7fi 

17b 


i \ 


L_| 


A 77 

177 


7^ 


Ci-ioaiKyi, 


•1 7Q 

17o 


J) 


1^2-10 aiKenyi, 


17Q 


^) 


P~ , A qIVvtivi 

aiKynyi, 


4 OA 

lOU 


3) 


p v 


lol 


o) 


P X7 P, ol W1' 

^y-^i-ioaiKyi, 


A Ol 

182 


7"* 
7 ) 


Li-io acyi, 


183 


8) 


cyano, 


a a a 

184 




C1.10 alkyl-sulfonyl, or 


A OC 

loo 


1U) 


^i-io aiKoxy, ana 


A Off 

186 


K 


is 


187 


i) 


H, 


188 


2) 


Ci-ioalkyl, 


189 


3) 


C 2 .io alkenyl, 


190 


4) 


C 2 .ioalkynyl, 



209 



Docket No.: 14406-006002/A079 US CON 



191 5) cyano, 

192 6) aryl, 

193 7) aryl-Ci.ioalkyl, 

194 8) heteroaryl, 

195 9) heteroaryl-Ci-io alkyl, or 

196 10) -S0 2 R k , 

197 where R k is C M0 alkyl, C 2 -io alkenyl, C 2 -io alkynyl, and aryl; 

198 R c and R d taken together with the atoms to which they are attached optionally form a 

199 heterocyclic ring of 5 to 7 members, said ring containing 0-2 additional heteroatoms 

200 independently selected from 0, N and S; 

201 R e and R f taken together with the atoms to which they are attached optionally form a 

202 ring of 5 to 7 members, said ring containing 0-2 additional heteroatoms independently 

203 selected from O, S and N; 

204 misO, l,or2; 

205 n is an integer from 1 to 10; 

206 provided that when L is saturated and has 1 -4 carbon chain atoms, 

207 (i) L must contain a heieroaiom selected from O, S, and N; or 

208 (ii) R 3 must contain the moiety o-methylphenyl-ureido-phenyl-CH 2 -; or 

209 (iii) R 1 must contain only one Cy group; 

21 0 (iv) when L is terminally attached to R 3 by -C(=0)NH-, R 1 is not optionally 

21 1 substituted pyrrolidinyl substituted with a -S0 2 -optionally substituted phenyl group; and 

212 provided that when Y 2 is not a bond, X is -COOH, -COO-C M alkyl, -P(0)(OH) 2 , - 

213 P(0)(OH)(0-C M alkyl), -P(0)(C M alkyl) 2 , -P(0)(OH)(Ci- 4 alkyl), -P(0)(0-C M alkyl)(C M 

214 alkyl), -S0 2 -C M alkyl, -CO-NH 2 , -CO-NH(C M alkyl), -CO-N(C M alkyl) 2 , or -5-tetrazolyl 

215 or a pharmaceutically acceptable salt thereof. 

1 87. The compound of claim 86, wherein R l is Z ! -L a -Z 2 -, in which 

2 Z 1 is aryl, aryl-Ci. 5 alkyl, heterocyclyl, heterocyclyl-Ci- 5 alkyl, heteroaryl, or heteroaryl- 

3 Cm alkyl; 

4 L a is -O-C(O)-, -C(0)-0-, -C(0)-NR c -, -NR c -C(0)-, -S0 2 -, or a bond; and 

5 Z 2 is heterocyclyl, heterocyclyl-Ci_ 5 alkyl, or a bond. 
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1 88. The compound of claim 86, wherein 

2 Z 1 is phenyl optionally substituted with Cy, -CO-R d , halogen, oxo, aryl-substituted 

3 alkenyl; 

4 L a is -O-C(O)-, -C(0)-0-, -C(0)-NR c -, -NR c -C(0)-, or -S0 2 -; and 

7 2 



5 Z is heterocyclyl or a bond. 



1 89. The compound of claim 86, wherein R 1 is 

.17 



R 




18 I 




3 


R 14 is 




4 


1) 


Ci-ioalkyl, 


5 


2) 


C 2 -io alkenyl, 


c 


**) 


n. m. 1 

W-1U »"V 


7 


4) 


Cy, 


8 


5) 


Cy-C,. 10 alkyl, 


9 


6) 


Cy-C 2 -io alkenyl, or 


10 


7) 


Cy-C2-ioalkynyl, 


11 


R l5 is 




12 


1) 


H, 


13 


2) 


Ci-ioalkyl, 


14 


3) 


C2-10 alkenyl, 


15 


4) 


C 2 .i 0 alkynyl, 


16 


5) 


aryl, 


17 


6) 


aryl-C MO alkyl, 


18 


7) 


heteroaryl, or 


19 


8) 


heteroaryl-Ci.ioalkyl, 


20 


each of R 16 , R 17 , and R 18 , indepe 



N ^ R 
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21 1) H, 

22 2) Ci.ioalkyl, 

23 3) C 2 -ioalkenyl, 

24 4) C 2 ., 0 alkynyl, 

25 5) Cy, 

26 6) Cy-C,.ioalkyl, 

27 7) Cy-C 2 -i 0 alkenyl, 

28 8) Cy-C2.10alkynyl.or 

29 9) a group selected from R a 

30 wherein Cy is optionally substituted with one to four substituents 

31 independently selected from R b or one of the following groups: 

32 1) -NR c C(0)NR c S0 2 R d , 

33 2) -NR c S(0) m R d , 

34 3) -OS(0) 2 OR c , or 

35 4) -OP(0)(OR c ) 2 ; 

36 two of R 16 , R 17 , and R 18 , when attached to a common ring atom, together with the 

37 cuiimiun ring aiuin form a 5-7 membered saturated or uiisai.urai.eu monocyclic ring 

38 containing zero to three heteroatoms selected from N, 0, or S; or two of R 16 , R 17 , and R 18 , 

39 when attached to two adjacent ring atoms, together with these two ring atoms form a 5-7 

40 membered saturated or unsaturated monocyclic ring containing zero to three heteroatoms 

41 selected from N, 0, or S; 

42 the ring 1 represents a 3-7 membered saturated or unsaturated heterocyclyl 

43 or heteroaryl wherein 

44 each of Z, A, Bi and B 2 , independently, is 

45 1) a bond, 

46 2) -C-, 

47 3) -C-C-, 

48 4) -C=C-, 

49 5) a heteroatom selected from the group consisting of N, 0, and S, or 

212 
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50 6) -S(0) m -; 

51 m having been defined in claim 1 ; 

52 Y 7 is 

53 1) -C(O)-, 

54 2) -C(0)0-, 

55 3) -C(0)NR c -, 

56 4) -S(0) 2 -, 

57 5) -P(0)(OR c ) >0 r 

58 6) -C(0)-C(0)-; 

59 wherein each of said alkyl, alkenyl and alkynyl is optionally substituted with one to four 

60 substituents independently selected from R a , and each said Cy is optionally substituted with 

61 one to four substituents independently selected from R b . 

1 90. The compound of claim 87, wherein the ring B i represents azetidine, 

2 pyrrole, pyrrolidine, imidazole, pyiazulc, Liazule, pyridine, piperidine, pyrazine, piperazine, 

3 pyrimidine, oxazole, thiazole, or morpholine. 

1 9 1 . The compound of claim 87, wherein Y 1 is -NR c -C(0)-, -NR C -, -NR°-S(0) 2 -, or -NR C - 

2 C(NR m )-. 

1 92. The compound of claim 87, wherein Y 1 is -NR c -C(0)-. 

2 93. The compound of claim 87, wherein X is -C(0)OR c or -C(0)NR c R j . 

3 94. The compound of claim 87, wherein X is -C(0)OR c where R c is H or C M alkyl. 

4 95. The compound of claim 87, wherein Y 1 is -NR e -C(0)-; R 2 is H or C,. 5 alkyl; Y 2 is a 

5 bond or -CH 2 -; and X is -C(0)OR c where each R° is independently H or C |. 5 alkyl. 
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6 96. (New) A composition comprising a pharmaceutical carrier and an effective amount of 

7 the compound of claim 87.-- 
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